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Each gram 
contains: Aerosporin® 
(Polymyxin B Sulfate) 5,000 
units, bacitracin zinc 400 units, neomy- 
cin sulfate 5 mg (equivalent to 3.5 mg neomycin 
bese), special white petrolatum qs; in tubes of 1 oz 
and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutically, (as an adjunct to sys- 
temic therapy when indicated), for topical infections, 
primary or secondary, due to susceptible organisms, as 
in: infected burns, skin grafts, surgical incisions, otitis 
externa; primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia), secondarily infected 
dermatoses (eczema, herpes, and seborrheic derma- 
titis); traumatic lesions, inflamed or suppurating as a 
result of bacterial infection. Prophylactically, the 


Net wt 1/2 oz 


ointment 
may be used to 
prevent bacterial contamina- 
tion in burns, skin grafts, incisions, and 
other clean lesions. For abrasions, minor cuts 
and wounds accidentally incurred, its use may prevent 
the development ofinfection and permit wound healing. 


CONTRAINDICATIONS: This product is contrain- 
dicated in those individuals who have shown hypersen- 
sitivity to any of its components. Do not use in the eyes 
or in the external ear canal if the eardrum is perforated. 


WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, care 
should be exercised when using this product in 
treating extensive burns, trophic ulceration and other 
extensive conditions where absorption of neomycin 
is possible. In burns where more than 20 percent of 
the body surface is affected, especially if the patient 
has impaired rena! function or is receiving other 
aminoglycoside antibiotics concurrently, not more 
than one application a day is recommended. 
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The manifestation of sensitization to neomycin is 
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products, periodic examination for such signs is 
advisable and the patient should be tola to discontinue 
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tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. 
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current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been reported 
(see Warning section ). 
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, Florone CREAM 


E i ienene diacetate 005% 


A NEW HIGH-POTENCY TOPICAL STEROID 
IN SATURATED SOLUTION*—NOT A SUSPENSION— 


& FOR ENHANCED PENETRATION TO THE LESION 
^. 


Effective in psoriasis and eczematous dermatoses 
Both Florone Ointment and Florone Cream have been 
extensively studied at varying daily dosage applications and 
have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 
"d The intrinsic anti-inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
steroid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
"e free of potentially sensitizing parabens. 
Systemic absorption is normally not a clinical problem. If 
7"- extensive areas are to be treated, precautions should be 
— 
ae 


taken, sincg increased systemic absorption may occur. 


. _ Floropé Ointment: 15 and 30 gram tubes 
A Tighly lubricating formulation recommended for dry 
and scaly lesions. 


"*  Florone Cream: 15 and 30 gram tubes 
Recommended for moist lesions*or moist body areas. 
me 


*The clinical significance of topical steroid formulations 
in saturated solutions has not been ascertained. 


X 


Please see next page for brief summary 
of prescribing information. 


Optimized Florone 
vehicles enhance steroid 
penetration to the lesion 
Both Florone Ointment and 
Florone Cream vehicles are 
optimized; that is, Florone 

, is present not only as a 
™ solution but as a 
BM saturated solution: 











The nature ot the solvents 
in both Florone 
formulations, and the fact 
that Florone is available 
in saturated solutions—— 







(a) eliminates the 
penetration barrier of 
dissolving drug in the 
vehicle 





(b) enhances the release 
of Florone from the vehicle 
to the skin 








(C) enhances the rate 
of diffusion of Florone into 
the skin 


© 1978 The Upjohn Company 
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* Plorone MEDICAL FOUNDATION 
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. Florone ceav ican Soci 
: diflorasone er 005% American Society of 
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, Contemporary | 
I indications Medicine and Surgery 
- Topically as adjunctive therapy for inflammation in A.M.A. and A.A.D.—Approved 
- . Steroid-responsive dermatoses. : 
E i ; This continuing Medical Education Activity meets with 
M andications criteria for 8 hours credit in Category 1 for the Physician’ 
— Contraindicated in vaccinia, varicella, and those patients S i atia een Ma hata 
—.. with hypersensitivity to any of the components. Recognition Award. 
Precautions Endorsement—American Society for Dermatologic 
E If irritation develops, discontinue and treat appropriately. If Surgery 
- . infection is present, use with appropriate therapy or { 
| withhold steroid until infection is controlled. If extensive Saturday, March 31, 1979 and Sunday, April 1, 1979 
. areas are treated, take precautions against systemic 4 
- absorption. Do not use extensively, in large amounts, or PLACE: Fairmont Hotel—New Orleans 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. TOPICS: Cryobiology, Cryosurgical Therapy of Benign 
Occlusive dressing increases percutaneous absorption; and Malignant Lesions, Deep Malignancies 
... extensive use may cause systemic effects. If large areas of the Head and Neck, Cryotherapy of Acne 
. . are treated, use sequentially and observe patient closely. and Instrumentation 
- — May cause steroid withdrawal. Discontinue if body tem- 
E - perature rises, sensitivity reaction or infection develops. DIRECTOR: Ronald R. Lubritz, M.D., Hattiesburg, 
_ Adverse Reactions Mississippt 
- —Buming, itching, irritation, striae, skin atrophy, secondary FACULTY: Gilberto Castro-Ron, M.D., Caracas 
infection, ‘dryness, folliculitis, hypertrichosis, acneform V | X. i 
- eruptions, and hypopigmentation. With occlusive dress- id 
|... ings: maceration of the skin, secondary infection, skin Andrew A. Gage, M.D., Buffalo, New York 
- — atrophy, striae, and miliaria. Gloria F. Graham, M.D., Wilson, North 
E Dosage and Administration Cid 
ee ini i | 
E Ointment: Apply one to three times daily. mq torre i "E D s — noe TOR 
~ Qream: Apply two to four times daily. etrag A. Zacarian, M.D. Springtield, 
um Massachusetts 
—.. How Supplied 
-Ointment or Cream 0.05% in 15 and 30 gm tubes. CLINICAL , 
-.— CAUTION: Federal law prohibits dispensing without pre- DEMONSTRATIONS—Cryosurgical Techniques on patierts-wa} ~ 
|... scription. closed circuit TV 
MED B-1-S -5902- ember 
s je onan TUITION: — $195.00 
; 1 For further information contact: { 
x A. V. Ravagni, Business Secretary LADIES ACTIVITIES: 1 
Es Upjohn | Roof, Delta Towers, 1732 Canal Street Usually tours of the 


The Upjohn Company New Orleans 70112 USA French Quarter 
Kalamazoo, Michigan 49001 Ph: (504) 524-9729 e 


we 


fe antibac 


aluminum chloride 6.25% 
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te 


A 


in anhydrous ethanol (ACAE") 


CAUTION: FEDERAL LAW PROHIBITS DISPENSING WITHOUT PRESCRIPTION 


DESCRIPTION: A solution of Aluminum Chlo- 
ride (Hexahydrate) 6.25% (w/v) in Anhydrous 
Ethyl Alcohol (S. D. Alcohol 40) 96% (v/v) 
INDICATIONS: For topical application as an 
anhidrdtic and antibacterial 


, A&ÍONS: The unique action of XERAC A C* 
* derives from its combined anhidrotic and anti- 


bacterial effects on the skin. Its action is sus- 
tained by the substantive retention of the 
aluminum ion in the stratum corneum 
DIRECTIONS: Apply to affected areas at 
bedtime 

Additional applications during the day may 
benefit certain patients. Do not apply immedi- 
ately after washing. Apply only to skin which 
Is completely dry. Treatment of large areas is 
facilitated by the special swab applicator head 
of the XERAC A C* dispenser. For small areas, 
particularly near the eyes and lips, XERAC A C* 
may be applied more precisely with the finger- 
tips which have been moistened with the solu- 


tion. Contact with the eyes should be avoided 
CONTRAINDICATION — PRECAUTIONS: Do not 
use on acutely irritated erythematous skin. If 
irritation develops, the formulation should be 
discontinued 

ADVERSE REACTIONS: Transient stinging or 
itching may occur. It is not evidence of contact 
sensitivity and may be prevented or reduced 
by applying XERAC A C* only to skin which is 
completely dry or by removing the solution with 
soap and water. Rarely, the skin may become 
irritated. This can be alleviated when applica- 
tion of the product is stopped 

WARNING: Keep this and all medication out of 
the reach of children. For external use only 
Avoid contact with the eyes. This product may 
be harmful to certain fabrics. Keep the con- 
tainer tightly closed 

HOW SUPPLIED: 30cc bottle with special swab 
applicator head 

XERAC A C* — NDC 0096-0709-30 











Special Dab-O-Matic" 
Applicator Head 


Rx only 
Write for literature 


* TM 


PERSON & COVEY INC. 


GLENDALE, CALIFORNIA 91201 U.S.A 
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Bi Send manuscripts by first-class mail to Chief Editor, Frederick 
L | D. Malkinson, MD, Archives of Dermatology, 1753 West Congress 
y Parkway-Jelke-1, Chicago, IL 60612. Manuscripts are received 
E with the understanding that they are not under simultaneous 
H consideration by another publication. Accepted manuscripts 


become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
(AMA). 

In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


mM 
me 


AC. 
Fa 
ae, 
i 


Author Responsibility.—All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
= returned after editorial processing. Specify address to which 
requests for reprints should be sent. 





EE Manuscript Preparation.—Submit an original typescript and two 
^— ~- high-quality copies of the entire manuscript. All copy (including 
.. .- references, legends, and tables) must be typed double-spaced on 22 
P — ` x 28em (8% x ll-inch), heavy-duty white bond paper. Ample 
.  . margins should be provided. 

iy co Refer to patients by number (or, in anecdotal reports, by 
n ge fictitious given names). Real names or initials should not be used 
E . inthe text, tables, or illustrations. 
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Titles.—Titles should be short, specific, and clear. They should 
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— not exceed 42 characters per line, including punctuation and 
= spaces, and be limited to two lines, if possible. The title page 
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x lA should include the full names and academic affiliations of all 
b ^ authors, the address to which requests for reprints should be sent, 
a - and, if the manuscript was presented at a meeting, the name of 
= the organization, place, and date on which it was read. 

i". Style of Writing.—The style of writing should conform to accept- 
~. able English usage and syntax. Slang, medical jargon, obscure 
T. x abbreviations, and abbreviated phrasing are to be avoided. 

E Informed Consent.—Manuscripts reporting the results of experi- 
=. mental investigations of human subjects must include a statement 


ic 


to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 
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Abstract.—Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


te 


. References.—List references in consecutive numerical order (not 
alphabetieally). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
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title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of trans- 
lator should be included when appropriate. The author is respon- 
sible for the accuracy and completeness of the references and for 
their correct text citation. 


Metrication.— All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


Hllustrations.-Use only those illustrations that clarify and « 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels s 
and leaders should be applied directly to the drawing board 
surface if the artwork consists only of line ink technique. 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Length should be limited to a maximum 
of 40 words. 


Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 


Acknowledgments.— [Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), „% 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES after the manuscript has been formally 
accepted. o 
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Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.—Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-cm (8⁄2 x 11-inch) papgyey 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. t 
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Alphaderm 


The 1% hydrocortisone shown 
to be as effective as betamethasone 
valerate 0.l% 


in the management of 
e|[e)e] (om -071-1110 0AL0 [0] 
dermatitis, and | 
neuroderrmcdattitis. 





it's the base that makes the difference 

It's the base that delivers the increased effectiveness of hydrocorti- 
sone. The Alphaderm delivery system is stabilized 10% urea in a starch-cell 
matrix, which is suspended with micronized hydrocortisone in a water-in- 
lipid emulsion. This enhances the penetration of hydrocortisone for max- 
imum clinical effectiveness"? and reduces the stinging and burning which 
accompanies other urea-hydrocortisone preparations. 


Effectiveness equal to betamethasone C mW 


valerate in atopic eczema — 
RESULTS from a controlled, double-blind study' of 36 patients. : Derememnssone 


Excellent Good No Improvement Excelient Good No Improvement 


In atopic eczema, contact dermatitis, and neurodermatitis 
RESULTS from a controlled, double-blind study: of 49 patients 


61.2% f 


Good Fair Ot Deterioration 


Safety of hydrocortisone unaltered 

Because the base increases hydrocortisone penetration, there is no 
need for fluorination. ALPHADERM delivers clinical efficacy without 
altering the safety inherent in the basic hydrocortisone molecule.’ 


A cream that acts like an ointment 

@ Provides emolliency like an ointment—yet vanishes like a cream. 

@ Provides hydration to keep skin soft and supple, relieves xerotic scaly 
conditions. 

@ Paraben and lanolin free. 


Considerable savings 

In most cases, Alphaderm offers greater economy than the fluorinated 
steroids: 30 gm of Alphaderm cost approximately 33% less than an 
equivalent amount of betamethasone valerate 0.1%? 


y. e 


1% hydrocortisone 


: E full pxeoctibitig intonation AE b To | 
n5 "folowingthisad. | Norwich-Eaton Pharmaceuticals 
ko ote LE EC. Meus Suse 4, Division of Morton-Norwich Products, inc € 
3.  *Drug Topics Redbook, 1978 Ao Norwich, New York 13815 


p " 
fe  EAA835 
2 ES s 
Vll : 
K "1 q 





14 


Alphaderm 


M% hydrocortisone 


DESCRIPTION: Contains hydrocortisone 196 in 
a powder-in-cream base incorporating a hyper- 
molar solution cf urea (carbamide), purified water, 
sorbitol, polyoxyethylene fatty glyceride, starch, 
white petrolatum, triglycerides of saturated fatty 
acids, isopropyl myristate and sorbitan mono- 
laurate. The near neutral pH of the formulation is 
made possible by the stabilized delivery system in 
which urea is absorbed by a polysaccharide 
powder matrix. Alphaderm Cream is hypoaller- 
genic and contains no parabens or lanolin 


INDICATIONS: For relief of the inflammatory 
manifestations of corticosteroid-responsive der- 
matoses. 


CONTRAINDICATIONS: Topical steroids are 
contraindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate ther- 
apy instituted 

in the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants. 

Although topical steroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In 
laboratory animals, increases in incidence of fetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in some cases at rather low dosage levels 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large 
amounts, or for prolonged periods of time 

The product is not for ophthalmic use 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with topi- 
cal corticosteroids, especially under occlusive 
dressings: 

1 amg: 2 itching; 3. irritation; 4. dryness; 5 
folliculitis; hypertrichosis; 7. acneiform erup- 
tions; 8. hypopigmentation; 9. perioral dermatitis; 
10. allergic contact dermatitis; 11. maceration of 
the skin; 12. secondary infection; 13. skin atrophy; 
14. striae; 15. miliaria. 


DOSAGE AND ADMINISTRATION: Apply a 
small quantity of Alphaderm Cream to affected 
areas twice daily. Because it has a near neutral pH, 
Alphaderm Cream may be rubbed in well with 
minimal incidence of irritation or stinging even 
when applied to abrasions or to areas of broken 
skin. 


HOW SUPPLIED: Alphaderm Cream is avail- 
able in tubes of 30 and 100 g. 


REFERENCES: 1. Almeyda J, Burt BW: Br J 
Dermatol 91:579-583, 1974. 2. Jacoby RH, Gilkes 
JJ: Curr Med Res Opin 2:474-481, 1974. 3. Kahn 
SA: Accepted for publication in Practitioner. 4. 
Kahn SA, Williamson DM: Curr Med Res Opin 
5:354-358, 1978. 5. Ayres PJ, Hooper G: Br. J 
Dermatol (to be published) 6. Feldman RJ, Mai- 
bach HI: Arch Dermatol 109:58-59, 1974. 7. Ayres 
PJ, in Marks R, Dykes PJ (eds): The Ichthyoses, 
Spectrum, 1978. 


Norwich-Eaton Pharmaceuticals 
Division of Morton-Norwich Products, Inc © 
Norwich, New York 13815 


Human Malignant 


Melanoma 


Edited by WALLACE H. CLARK, JR., 
M.D., LEONARD I. GOLDMAN, M.D. 
and MICHAEL J. MASTRANGELO, 
M.D. 


A CLINICAL ONCOLOGY 
MONOGRAPH 


Malignant melanoma continues to in- 
crease in frequency. Once considered 
rare, melanoma is now as common as 
Hodgkins Disease. Because of its largely 
cutaneous location and distinctive clini- 
cal appearance, the informed physician 
is afforded a unique opportunity to diag- 
nose and treat this disease at a stage 
when cure is possible. In addition, new 
information relative to the biologic be- 
havior of this neoplastic system provides 
specific guide lines for surgical treatment 
and post-surgical adjunctive therapy. The 
management of patients with surgically 
incurable melanoma has also been im- 
proved. These and other pertinent as- 
pects of this disease are described in a 
comprehensive fashion in Human Malig- 
nant Melanoma. 

The book includes discussions of pig- 
ment cell biology, epidemiology, pre- 
malignant states, developmental biology, 
clinical behavior, differential diagnosis 
(clinical and pathologic), prognostic fac- 
tors and the spectrum of therapies. Ad- 
ditional chapters are devoted to the dis- 
cussion of melanoma arising in unusual 
sites and the clinical and histologic as- 
pects of melanocytic nevi. The color il- 
lustrations facilitate comprehension of 
the distinguishing clinical characteristics 
of these diseases. 

1978, about 512 pp., 46 color photographs, 


149 black-and-white photographs, 
about $38.50 ISBN: 0-8089-1110-4 


Atlas of Aquatic 
Dermatology 


A joint publication of Grune & Stratton 
and Lederle Laboratories 


By ALEXANDER A. FISHER, M.D. 


The Atlas of Aquatic Dermatology 
has been prepared to fulfill the need for 
a single, central reference work dealing 
with water-related dermatoses. General 
practitioners, family physicians, derma- 
tologists, and allergists as well as stu- 
dents will find this an invaluable source. 

The Atlas serves a threefold purpose: 
it acquaints physicians with the etiologic 
factors of aquatic dermatitis; it portrays, 
in text and photographs, the clinical ap- 
pearance of various aquatic dermatoses, 
as an aid to differential diagnosis; it pro- 
vides physicians with pertinent therapeu- 
tic information, enabling them to insti- 
tute the most current means of managing 
the manifold forms of aquatic dermatitis. 
1978, 120 pp., 83 photographs, 6 maps, 
$15.00 ISBN: 0-8089-1139-2 
Send payment with order and save postage 

and handling charge. 
Prices are subject to change without notice. 


GRUNE & STRATTON 


A Subsidiary of 
Harcourt Brace Jovanovich, Publishers 
111 FIFTH AVENUE, N.Y., N.Y. 10003 
24-28 OVAL ROAD, LONDON NWI 7DX 








The New 
Professional 


Style 


The American Medical Association 
presents the AMA Tie. 

Smartly styled in 

silk and polyester, 

the Tie comes in deep navy blue, 
accented by white miniatures of 
the AMA crest. 

A proud symbol of 

your support of a strong 

and dedicated organization, 

the Tie is available 

exclusively through the 

American Medical Association. 





To obtain the AMA Tie, 
send $9.50 in check or 
money order to: - 


The AMA Tie 4* 
Order Department OP-37 
American Medical Association 
P.O. Box 821 

Monroe, WI 53566 

Name 


Address 
City 
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Promotes am natu a 
healing ofdryskn — 


a Healing help for dry skin 


A works to help the skin restore 


Aon - itself toan improved condition, softeningthe 
Iping to eliminate roughness, — 


cally ‘proven effectiveness — Sate 
Week, double-blind clinical Bee 
lving 574 men and women provedthat — . 
DRA was significantly effectivein — 
ng dry skin promi 


ro vides feiediate relief 
INDRA A quickly lubricates the skin to 
vic paate relief from rough, dry skin: 


E lot n Botéction with regular use — 
By forming sk a occlusive film on the surface of — 
the skin, WOINDRA helps the body retain its 
natural mois e, providing long-term E 
against i ih e] bblems caused by dry St | 
Before WON DRA 


| preferred - cc conditioningg 


reciate WONDRA' S 
E cosmetic qualities: rap od rub 
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Multiple Actinic Keratoses.... 
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( :the conservative medical approach? 
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Fluoroplex? A medical alternative to Just as effective as higher dosage form 
surgery. [he only topical 5-FU available in Reveals preclinical lesions: 
OW 1% dosage forms a Cream and Solution 1. Simmonds, W.L. Read before the North American Clinical Dermatologic Society, 


Athens, Greece, 1975, quoted in Skin and Allergy News 6:3 (Aug) 1975. 


both paraben free). Herbert Laboratories 


Dermatology Division of 


The treatment of choice for facial lesions. irvine, California 92713, U.S 


LUOROPLEX® (fluorouracil) 1% Topical Solution and 1% Topical Cream. DESCRIPTION: Fluoroplex® (fluorouracil) 1% Topical Cream is a stable, standardized cream formulation of fluorour 
1 an emulsion base with the following formula: fluorouracil .. . 1.076, with: benzyl alcohol (0.5%), ethoxylated stearyl alcohol, mineral oil, isopropyl myristate, sodium hydroxide, and purified wz 
luoroplex (fluorouracil) 1% Topical Solution is a stable, standardized solution of fluorouracil in a clear propylene glycol base with the following formula: fluorouracil...1.0%, with: propylene gly 
odium hydroxide-hydrochloric acid to adjust to pH9, and purified water. Fluorouracil is a modified pyrimidine similar to uracil and thymine, with whose metabolism it competes. It is a white c 
line substance with a melting point of 283+2°C., an empirical formula of CaH3FN2O2 and a molecular weight of 130.08. It has a characteristic ultraviolet absorption maximum of 266-1 n 
licrons in 0.1N HCl. INDICATIONS: Fluoroplex (fluorouracil) 1% Topical Solution and Fluoroplex (fluorouracil) 1% Topical Cream are indicated for the topical treatment of multiple actinic (sc 
eratoses. CONTRAINDICATIONS: Should not be used in patients with known hypersensitivity to any of the components of the drug. WARNINGS: 1) If an occlusive dressing is used, there 1 
e an increase in the incidence of inflammatory reactions to the adjacent normal skin. 2) The patient should avoid prolonged exposure to sunlight or other forms of ultraviolet irradiation dui 
'eatment with Fluoroplex as the intensity of the reaction may be increased. Use in Pregnancy: Safety for use in pregnancy has not been established. PRECAUTIONS: The medication shoul¢ 
pplied with care near the eyes, nose and mouth. Excessive reaction in these areas may occur due to irritation from accumulation of drug. To rule out the presence of a frank neoplasm, a bio 
hould be made of those areas failing to respond to treatment or recurring after treatment. ADVERSE REACTIONS: Pain, pruritus, burning, irritation, inflammation, dermatitis and telangieet 
ave been reported. Occasionally, hyperpigmentation and scarring have also been reported. DOSAGE AND ADMINISTRATION: The patient should be instructed to apply sufficient medicatio 
»ver the entire face or other affected areas. Apply medication twice daily with non-metallic applicator or fingertips and wash hands afterwards. A treatment period of 2-6 weeks is usually requi 
creasing frequency of application and a longer period of administration with Fluoroplex* may be required on areas other than the head and neck. When Fluoroplex is applied to keratotic ski 
esponse occurs with the following sequence: erythema, usually followed by scaling, tenderness, erosion, ulceration, necrosis and re-epithelization. When the inflammatory reaction reaches the 
ion, necrosis and ulceration stage, the use of the drug should be terminated. Responses may sometimes occur in areas which appear clinically normal. These may be sites of subclinical Actinic (sc 
eratoses which the medication is affecting. HOW SUPPLIED: Fluoroplex (fluorouracil) 1% Topical Solution is available in 30 ml plastic dropper bottles. On prescription only. Fluoroplex (fluorótir: 
% Topical Cream is available in 30 gm tubes. On prescription only. Avoid freezing. Store at controlled room temperature (59°-86°F). 
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SUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 
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DOAK PHARMACAL CO., INC. WESTBURY, N.Y.1159I 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUEB 
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an improved 
betamethasone oenzoate 
cream formulated for ' 
greater activity 


4New . | 
ticor cream 
(betamethasone : 
benzoate) 












Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary 3 
eczemas —atopic, contact, and others —preservative-free infection. LR 
UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly — 4 
greater vasoconstrictor activity** than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- — 
previously available betamethasone benzoate creams. ring in hairy areas. y 


UTICORT CREAM is particularly useful for the itchy, crusty Although the results of the standardized vasoconstrictor assay cannot be directly 
equated with topical efficacy in dermatologic therapy, they appear to have defi- 


lesions of subacute eczema. UTICORT CREAM promptly re- nite predictive value and correlate well with clinical efficacy 
lieves the severe pruritus of chronic eczema, thus MINIMIZ- Data on file, Parke-Davis 


Brief summary combined gel & cream 

Uticort " Gel (betamethasone benzoate gel, USP) 0 09596 and Uticort " Cream (betamethasone benzoate) 0.025%. For External Use Only. Caution — federal law prohibits dispensing without prescaption 

ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of thew anti-inflammatory, antipruritic, and vasoconstriCtive acuons INDICATIONS: Uticort Gel (betamethasone benzoate gel, USP)/Uticort 

Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticosteroid-responsive dermatoses CONTRAINDICATIONS: Topica! steroids are contraindicated in those 

patients with a history of hypersensitivity to any components of the preparation. PRECAUTIONS: If irritation develops, Uticort Gel (betamethasone benzoate gel, USP)/Uticort Cream (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted In the presence of an infection the use of an appropriate antifungal or antibacterial agent should be instituted. If a favorable response does not occur A 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled If extensive areas are treated or if the occlusive technique is used there will be increased systemic 
absorption of the corticosteroid and suitable precautions should be taken, particularly in children and infants. Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not been established absolutely. In laboratory animals, increases in incidence of fetal abnormalities have been associated with exposure of gestating females to | 
topical corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Due to 
the alcohol content of the vehicle, Uticort Gel (betamethasone benzoate gel, USP) may cause mild, transient stinging without irritation if used on exconated skin. Uticort Gel (betamethasone benzoate gel, 

USP)/Uticort Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids, especially under 

occlusive dressings: burning, itching, imitation, dryness, folliculitis, hypertrichosis, ac neiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 


infection, skin atrophy, striae and miliaria WF/WE 


PARKE-DAVIS 


e, PARKE-DAVIS 
Division of Warner-Lambert Company 
PD- JA-2399- 1-P (9-78) Morris Plains, NJ 07950" 19 
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Allclearin 


Ordinary topical cortico- 
steroids are generally not 
recommended when infection 
complicates dermatoses.* 
That’s why your patients need 
Vioform*H ydrocortisone. 

Because Vioform pro- 
vides four-way action in just 
one preparation. 

Your patients can be all 
clear in Malibu...or on any 
beach... with Vioform- 
Hydrocortisone. 


*This drug has been evaluated as possibly 
effective for these indications. 
Please see brief prescribing information. 


Vioform- Hydrocortisone 


(iodochiorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the Na- 
tional Academy of Sciences-National Re- 
search Council and/or other information, 
FDA has classified the indications as 
follows: 

“Possibly” effective: Contact or atopic 
dermatitis; impetiginized eczema; nummular 
eczema; infantile eczema; endogenous 
chronic infectious dermatitis; stasis der- 
matitis; pyoderma; nuchal eczema and 
chronic eczematoid otitis externa; acne ur- 
ticata; localized or disseminated neuroder- 
matitis; lichen simplex chronicus; anogenital 
pruritus (vulvae, scroti, ani); folliculitis; 
bacterial dermatoses; mycotic dermatoses 
such as tinea (capitis, cruris, corporis, 
pedis); moniliasis; intertrigo. 

Final classification of the less-than-effective 
indications requires further investigation. 














CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or 
any of its ingredients or related compounds, le- 
sions of the eye; tuberculosis of the skin; most 
viral skin lesions (including herpes simplex, 
vaccinia, and varicella). 

WARNINGS 

This product is not for ophthalmic use. 

In the presence of systemic infections, appro- 
priate systemic antibiotics should be used. 
Usage in Pregnancy 

Although topical steroids have not been re- 
ported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has 
not been established. Therefore, they should not 
be used extensively on pregnant patients in 
large amounts or for prolonged periods of time. 
PRECAUTIONS 

May prove irritating to sensitized skin in rare 
cases. If this occurs, discontinue therapy. May 
stain. 

If used under occlusive dressings or for a pro- 
longed period, watch for signs of pituitary- 
adrenal axis suppression. 

May interfere with thyroid function tests. Wait at 
least one month after discontinuance of therapy 
before performing these tests. The ferric 
chloride test for phenylketonuria (PKU) can 
yield a false-positive result if Vioform is present 
in the diaper or urine. 

Prolonged use may result in overgrowth of non- 
susceptible organisms requiring appropriate 
therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burn- 
ing, irritation, pruritus. Discontinue if untoward 
reaction occurs. Rarely, topical corticosteroids 
may cause striae at site of application when 
used for long periods in intertriginous areas. 
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DOSAGE 

Apply a thin layer to affected areas 3 or 4 times 
daily. 

HOW SUPPLIED 

Cream, 396 iodochlorhydroxyquin and 196 
hydrocortisone in a water-washable base con- 
taining steryl alcohol, cetyl alcohol, stearic acid, 
petrolatum, sodium lauryl sulfate, and glycerin 
in water; tubes of 5 and 20 Gm. Ointment, 396 
iodochlorhydroxyquin and 196 hydrocortisone in 
a petrolatum base; tubes of 20 Gm. Lotion, 396 
iodochlorhydroxyquin and 196 hydrocortisone in 
a water-washable base containing stearic acid, 
cetyl alcohol, lanolin, propylene glycol, sorbitan 
trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume 
Flora in water; plastic squeeze bottles of 15 ml. 
Mild Cream, 396 iodochlorhydroxyquin and 
0.596 hydrocortisone in a water-washable base 
containing stearyl alcohol, cetyl alcohol, stearic 
acid, petrolatum, sodium lauryl sulfate, and 
glycerin in water; tubes of Ve and 1 ounce. Mild 
Ointment, 396 iodochlorhydroxyquin and 0.596 
hydrocortisone in a petrolatum base; tubes 

of 1 ounce. C75-38 Rev. 7/75 


Consult complete product literature before pre- 
scribing. 

CIBA Pharmaceutical Company 

Division of CIBA-GEIGY Corporation 

Summit, New Jersey 07901 
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Vioform- 
Hydrocortisone 


(iodochlorhydroxyquin 
and hydrocortisone) 


The most widely 
prescribed form... 
20-Gm Cream 
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Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique 
color imposed on photomicrograph, magnified 130X.) 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


 LIDEX" 
Cream and Ointment 0.05% 
LIDEX-E omae) 
Cream 0.05 

- TOPSYN' (fluocinonide) 
Gel 0.05% 


Summary of prescribing information 
Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro- 
118. lóa. 17, 21-tetrahydroxypregna.1, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG* cream, a cream base ot stearyl alcohol, 
polyethylene glycol 6000, propylene glycol. 1. 2. 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. The active ingredient is 
totally in solution. 

LIDEX-E cream contains fluocinonide 0.5 mg./g. in a 
water-washable aqueous ernollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol 
sorbitan monostearate, polysorbate 60, citric acid 
and puritied water. 

TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene D propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene ) with NaOH and/or HCl 
added to adjust the pH. clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 

Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 
Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 
In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly. 
discontinue the corticosteroid cream. ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 


nique is used, there will be increased systemic absorp- 


tion of the corticosteroid and suitable precautions 
should be taken. particularly in children and infants. 


The satety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatits, maceration of the skin, 
secondary infection, skin atrophy. striae, miliaria. 

_ Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
tour times daily, as needed. 

How Supplied 

— LIDEX Cream 0.05% — 15g., 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g., 30g. me eal tubes 
LIDEX-E Cream 0.05% — 15g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g. and 60g. tubes 


SYNTEX 


SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


1 


COLUMBIA UNIVERSITY 
COLLEGE OF PHYSICIANS AND SURGEONS 
and 
ST. LUKE'S HOSPITAL CENTER 
will present a postgraduate course for clinicians on 


CUTANEOUS-VULVAR AND VAGINAL DISEASES 
April 19-21, 1979 
Waldorf-Astoria Hotel 
New York City 
Under the Direction of 


HAROLD M.M. TOVELL, M.D. ALEX W. YOUNG, M.D. 
(Gynecology) (Dermatology) 


For the practicing dermatologist, gynecologist and family 
practitioner, an interdisciplinary faculty composed of gyne- 
cologists, dermatologists and pathologists will discuss the 
more common dermatoses, bacterial, parasitic and viral 
infections, and the sexually transmitted diseases. An 
in-depth review of vulvar dystrophies, premalignant and 
malignant conditions, including D.E.S., affecting the vulva 
and vagina will be presented. Pertinent diagnostic, thera- 
peutic and immunological techniques will be discussed. 


Fee $300; residents $150 (with letter from department 
chairman); includes course syllabus and slides of selected 
diseases. Approved for 18 credit hours Category 1 of the 
A.M.A.'s Physician's Recognition Award and 25 cognates for 
A.C.0.G. fellows. For applications contact Dr. Elizabeth C. 
Gerst, Continuing Education Center, 630 West 168th Street, 
New York, N. Y. 10032, (212) 694-3682. 


PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 


We are a multi-office group expanding in California. 
There are now 16 associates including 8 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologists. The oppor- 
tunities are for full or part-time positions in California 
and Hawaii. 


If you are Board Certified or Eligible, we have the 
capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 
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THERAPEUTIC 


LUESTLUOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 


In Canada, Belleville, Ontario KSN5E9 





Now, after 15 years’ laboratory 
and clinical research, a major 
improvement in benzoyl peroxide 
therapy for acne... 


NEW 
MICROGEE Formula 


BENZAGEL 


(5?50r1096 benzoyl peroxide gel) 


“Micronized” Benzoyl Peroxide 


provides a more uniform dispersion of 
medication throughout base, for enhanced 
efficacy without “hot spots” 


High-Moisture/Low-Alcohol Base 


provides a better deposition of benzoyl 
peroxide on the skin, for a smoother, more even 
application 





from 


The Originators of 
Benzoyl Peroxide Therapy for Acne 





Formulated for 
Prescribe...5 and 


Description: 5% or 10% benzoyl peroxide »phthalmic use. 
940, 14% alcohol, sodium hydroxide, di jit ' A Keep awe icosae. Very fair iduals should 
nate, alkyl polyglycol ether, fragranc EM iz jin with a )n at bedtime allowing overnight 
Action: Provides drying, desquamati ation. | ed fabrics. Keep this and all other 
Indication: An aid in the treatment o 
Dosage and Administration: Wash < 
tion. Apply sparingly one or more ti 
by physician. 

Contraindications: Should not be used by pe 
sensitivity to benzoyl peroxide or ae th 


prescription. 


this preparation. , 19034 p ~, 
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Is Atopic Dermatitis a place for water? 


_ The most important factor in the management of patients 
with atopic dermatitis is keeping the skin moist, according to 
members of a panel discussing the disease at a conference on 


dermatologic practice held at the University of North Carolina 
School of Medicine. 





Wa & 
m Cream 
AQUATAIN™ 
Hydrophilic 
Base 


TRIAMCINOLONE ACETONIDE 
Our Aquatain base is 74.3% water 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses 

CONTRAINDICATIONS: Viral skin diseases 
Such as varicella and vaccinia; hypersensi- 
tivity to any component (not for ophthalmic 
use); when circulation is markedly impaired 
WARNINGS: Safety use in pregnancy has 
not been absolutely established. Do not use 
extensively large amounts, or for pro- 
longed periods of time in pregnant patients 
PRECAUTIONS: |f irritation develops, dis- 
continue use and institute appropriate ther- 
apy. In infections, use appropriate antifunga 
or antibacterial agents; if a favorable 
response does not occur promptly, discon- 


tinue the corticosteroid until the infection 
is adequately controlled. If extensive areas 
are treated or the occlusive technique is 
used, increased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions 


ADVERSE REACTIONS: (loca!) Burning 
itching, irritation, dryness, folliculitis, hyper- 
trichosis, acneform eruption and hypopig- 
mentation 

ARISTOCORT A CREAM: Each gram of 
ARISTOCORT A contains 0.25 mg. (0.025%), 
1 mg. (0.1%) or 5 mg. (0.5%) of the highly 
active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a 
specially formulated base composed of 


emulsifying wax NF, isopropyl palmitate, 
glycerin USP, sorbitol solution USP, lactic 
acid, 2% benzyl alcohol and purified water. 


AQUATAIN is non-staining, waterwashablie 
paraben-free, spermaceti-free and has 
a light texture and consistency 


LEDERLE LABORATORIES, 
A Division of American Cyanamid Company 
Pearl River, New York 10965 
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Current Concepts 
in Cancer 
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A valuable guide to diagnostic and therapeutic procedures 
for the cancer patient 


Current Concepts in Cancer 


While national attention focuses on cancer through specialized cancer 
centers, physicians are aware that the majority of cancer patients 
are treated in office practices. For most practicing physicians, can- 
cer treatment is not a research objective, but a very practical prob- 
lem in patient management. 


phe 
TIL 
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Current Concepts in Cancer, a compilation of articles originally 
published in the Journal of the American Medical Association, is 
designed to be a guide for the practitioner in the choice of diagnostic 
and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing principles of diagnosis and surgical, 
radiotherapeutic, and chemotherapeutic treatment. 


Make this important resource a part of your reference file. Order 
your copy today. 
en-—Á——————————————————————————————————— 
S/J a 
t 535 North Dearborn Street 
- Chicago, Illinois 60610 


i Please send me copy(ies) of Current Concepts in Cancer 
(OP-281). Price is $10 per copy. Please enclose your remittance 


with order. 





Please Print 


Address 


City — State A Te ee 
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(fluocinolone acetonide) 
CREAM 0.025%. 0.01% 
OINTMENT 0.025% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. chemical name is 
6a. 9a-difluoro-16a-hydroxyprednisolone-16, 17- acetonide. 
Synalar cream contains fluocinolone acetonide 0.25 mg/g 
or 0.1 mg./g. in a water-washable aqueous base of stearic 
monostearate and 


mg./g Eddie ORNA UAR MON 
Vitae cutis pac decime i inolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid 


on pregnani patients. in large amounts or for 
periods of time. 
These products are not for ophthaimic use. 
Synalar-HP cream should not be used for prolonged periods 
and the quantity per day should not exceed 2 g 
of formulated material. 
Adverse Reactions Loco! adverse reactions reported 
with topical corticosteroids: burning. itching. irritation, 
dryness, folliculitis, hypertrichosis. acneform eruptions. 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin. secondary infection, 
skin atrophy. striae, miliaria. 
How 
Synalar* (fluocinolone acetonide) 
Cream 0.025% — 15 and 60g. tubes and 120 and 425g. jars. 
Cream 0.01% —15. 45 and 60g, tubes and 120 and 425g jars. 
Ointment 0.025% — 15 and 60g. tubes and 425g. jars. 
Solution 0.01% — 20 and 60cc. plastic squeeze bottles. 
Synemol® (fluocinolone acetonide) 
Cream 0.025% — 15 and 60g. tubes. 
Synalar-HP* (fluocinolone acetonide) 
Cream 0.2% — 12g tubes. 
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LUTION: Federal law 
nibits dispensing 
4 prescription 


CREAM 0.01 % 


FOR TOPICAL USE ONLY 


CAUTION: ! 


SYNTEX 


The right formula in the right form. 
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Editorial 


Welcome to the New Editor 


he tenure of chief editors for the 

specialty journals is limited and 
the editorship is rotated on a regular 
basis. Fortunately for the ARCHIVES 
OF DERMATOLOGY there always appears 
to be a number of very able candidates 
to assume the title of chief editor 
when the incumbent retires, and this 
year is no exception. The search 
committee that advised the AMA on 
the appointment of an editor selected 
Dr Fred Malkinson from a group of 
exceptionally well-qualified people, 
and Dr Malkinson assumes the editor- 
ship this month with the first issue of 
volume 115 (January 1979) of the 
ACHIVES OF DERMATOLOGY. In ac- 
cepting this responsibility, Dr Malkin- 
son succeeds Dr John Epstein, who is a 
hard man to follow. Under Dr 
Epstein’s direction the ARCHIVES 
maintained its position of preemi- 
nance among dermatology journals 
and struck a fine balance between 
clinical reports and basic research 
papers. Its reputation is well estab- 
lished and the challenge for the new 
editor will be not only to sustain, but 
to enhance the quality of the publica- 
tion while competing for high-quality 
manuscripts with other journals, in- 
cluding a new journal of dermatology 
that will be launched in 1979. 


Arch Dermatol—Vol 115, Jan 1979 





Dr Fred Malkinson. 


Of all those considered to succeed 
John Epstein, Fred Malkinson is best 
qualified to take up the challenge. He 
has had seven years of editorial expe- 
rience as editor of the Year Book of 
Dermatology. This gives him a broad 
perspective on what is taking place in 
the field of dermatology and experi- 
ence in selecting what is important 
enough to be published. 


Dr Malkinson graduated from Har- 
vard University with a degree of 
doctor of dental medicine in 1947 and 
the MD degree in 1949. Following an 
internship at the Beth Israel Hospital, 
he became a resident in dermatology 
at the University of Chicago, where he 
remained until 1968 and where he held 
joint appointments in both the De- 
partment of Medicine and the Zoller 
Dental Clinic. 

From 1968 to 1971 he was a profes- 
sor in the Department of Medicine at 
the University of Illinois and then he 
moved to Rush Medical School, Chica- 
go, as chairman of the Department of 
Dermatology. 

For me, as group vice-president for 
AMA’s scientific journals, Fred’s ap- 
pointment is a special pleasure for we 
were colleagues on the faculty of the 
University of Chicago and advanced 
in the same department from instrue- 
tor to professor in close steps with one 
another; we lived in the same neigh- 
borhood and enjoyed the same circle 
of friends. I weleome Fred Malkinson 
to his post of editor of the ACHIVES OF 
DERMATOLOGY and look forward to 
many years of close collaboration with 
him. 

WiLLiAM R. BARCLAY, MD 
Chicago 
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Original Contributions 


Defective Neutrophil Migration in 


Granuloma Annulare, Necrobiosis 


Lipoidica, and Sarcoidosis 


R. W. Gange, MRCP; Martin M. Black, MD; P. Carrington 


* The neutrophil mobility in patients 


using both in vivo and in vitro tech- 
niques. 

Use of a skin window chamber for 
measurement of chemotaxis in vivo dem- 


(Arch Dermatol 115:32-35, 1979) 


ur knowledge of the pathogenesis 

of most granulomatous disorders 

is still very limited. This is particular- 
ly true of the cutaneous diseases, 
granuloma annulare and necrobiosis 
lipoidica. Histologically, the two con- 
ditions have much in common and 
may occasionally closely resemble sar- 


coidosis, with well-defined epithelioid 


Aecepted for publication Aug 25, 1978. 

From the Departments of Histopathology and 
Experimental Pathology (Dr Black and P. 
Carrington), The Institute of Dermatology, St 
John’s Hospital for Diseases of the Skin, London. 
Dr Gange is now with the Division of Dermatol- 
ogy, University Hospital, University of Califor- 
nia, San Diego. 

Reprint requests to Department of Histopa- 
thology, Institute of Dermatology, St John’s 
Hospital for Diseases of the Skin, Lisle Street, 
Leicester Square, London WC 2H 7BJ, England 
(Dr Black). 
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cell granuloma formation and rela- 
tively inconspicuous connective tissue 
changes. Clinically, there may also be 
a close similarity to sarcoidosis, for 
example in cases where necrobiosis 
occurs in an atypical site such as on 
the face or scalp.' Necrobiosis is asso- 
ciated with diabetes in approximately 
50% of patients*; patients with granu- 
loma annulare may have impaired 
glucose metabolism more frequently 
than chance would suggest.’ Recent 
immunofluorescence studies of nec- 
robiosis' and granuloma annulare*^ 
have demonstrated immunoglobulin 
and complement deposition in blood 
vessels in both conditions. Other 
immunological investigations have 
shown lymphokine activity in the sera 
of patients with sarcoidosis and gran- 
uloma annulare. Nevertheless, the 
fundamental mechanisms causing 
these disorders still remain obscure. 
In sarcoidosis, defective neutrophil 
chemotaxis in vivo has recently been 
demonstrated, using a quantitative 
skin window technique’; and there is 
evidence that this defect may be due 
to the presence of a serum factor (see 
Gange et al* and R. W. Gange, MRCP; 
Martin M. Black, MD; P. Carrington, 
unpublished data, June 1978). In the 
present study, we have investigated 
neutrophil mobility in patients with 
necrobiosis lipoidica, granuloma annu- 
lare, and also sarcoidosis, using a skin 
window chamber as well as a standard 
in vitro technique, to find out whether 
these cutaneous granulomatous disor- 


ders share this defect with sarcoido- 
sis. 


PATIENTS 


Ten patients with necrobiosis lipoidica, 
16 patients with granuloma annulare, 23 
patients with sarcoidosis, and 18 normal 
subjects have been studied. 


Sarcoidosis 


Ten patients were male and 13 were 
female, with ages ranging from 16 to 65 
years. Fifteen patients had pulmonary 
sarcoidosis and 19 patients had direct skin 
involvement. Five patients were receiving 
prednisone. In none was the dosage more 
than 10 mg daily. 


Granuloma Annulare 


Five male and 11 female patients, with 
ages ranging from 22 to 55 years, were 
studied. The disease had been present from 
three months to nine years. Only one 
patient had diabetes, which was controlled 
with glyburide. Apart from four of the 
patients, who had extensive skin involve- 
ment, lesions were confined to the hands 
and feet. 


Necrobiosis Lipoidica 


All patients were women, aged 20 to 65 
years, and had typical lesions on the skin. 
The disease had been present for three 
months to ten years. Only two patients had 
diabetes mellitus and both of these were 
receiving insulin. 


Control Subjects 


Control subjects were obtained from 
healthy hospital staff, aged 22 to 55 
years. 
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MATERIALS AND METHODS 
In Vivo Chemotaxis 


Twenty milliliters of blood was drawn 
into glass containers and allowed to clot for 
24 hours. Serum was then removed and 
stored at —40 °C until used. 

The forearm skin of the subject was 
cleaned and the stratum corneum hydrated 
for five to ten minutes with saline solution 
to aid abrasion. Using a dental burr 
mounted in a hand-held drill, six abrasions 
were made of approximately 10 sq mm in 
size. The abrasion was then gently 
swabbed with saline to remove fragments 
of keratin. If bleeding occurred, blood was 
removed by gentle swabbing until it 
ceased, usually within two minutes. Plastie 
chambers (volume 0.6 ml) were then 
cemented over the abrasion using adhesive 
(Permabond), and chemotactic solution was 
introduced through a hole in the top, which 
was then stoppered. Adhesive plaster was 
used to anchor the chambers firmly in place 
and the forearm was bandaged. After 24 
hours, fluid in the chambers was agitated 
with a syringe and then aspirated. The cell 
content of the fiuid was measured using a 
hemocytometer. The abrasions were photo- 
graphed and their areas measured by 
projection onto squared paper. The cell 
count per 10 sq mm of abrasion was then 
caleulated. All tests were performed in 
duplicate, and the results shown are the 
mean of those from each pair of cham- 
bers. 


Chemotactic Solutions 


Fifty percent serum in Hank's balanced 
salt solution was used in all eases. In some 
cases 100% serum and a solution of casein, 1 
mg/ml, in Hank's balanced salt solution 
also was used; the latter is an effective 
chemotactant in vitro. 


In Vitro Chemotaxis 


A modification of Wilkinson's method* 
was used. In brief, filters of 3 u pore size 
were glued to the end of an 8-mm internal 
diameter polystyrene tube. Washed neu- 
trophil suspension (2 x 10° cells/ml) pre- 
pared from dextran sedimented whole 
blood was intreduced into the tube; the 
latter was then placed into a wider bore 
tube containing chemotactic solution or 
contro] solution. After incubation for 45 
minutes, the filters were removed and 
stained, and the distances of migration of 
the cell front frem the surface of the filter 
was measured using a calibrated micro- 
scope with a 40x objective. The chemotac- 
tic response was calculated as the distance 
of migration in response to the chemotactic 
agent — the distance of migration toward 
the control solution. 


Chemotactic Solutions 


Two agents were used: (1) casein, 1 mg/ 
ml, in Hank's balanced salt solution, and (2) 
endotoxin-activated sera, prepared using 
0.2 ml of endotoxin (lipopolysaccharide 
type II) with 0.4 ml of fresh serum and 4.4 
ml of Hank’s balanced salt solution. 


Afch Dermatol—Vol 115, Jan 1979 


LI 


SP TY UR 
£ v LL. - 


50% Autologous Serum 


Cells/10 sq mm Abrasion/24 hr 


Normal Granuloma 
Annulare 
18 16 








P « .0005 


Necrobiosis Sarcoidosis 
Lipoidica 
10 23 


No. of Subjects 


Fig 1.—In vivo chemotaxis, response to autologous serum. Patients with sarcoidosis, 
granuloma annulare, and necrobiosis lipoidica show reduced cell migration into 
chambers containing 50% autologous serum over 24-hour period when compared with 


control subjects. All values, mean + SEM. 


RESULTS 
In Vivo Chemotaxis: 
Skin Window Chamber 


Patients with sarcoidosis, granulo- 
ma annulare, and necrobiosis lipoidica 
showed reduced cell migration into 
chambers containing 50% autologous 
serum over a 24-hour period when 
compared with control subjects (Fig 
1). More than 90% of the migrating 
cells were neutrophils in every case, 
the results being expressed as total 
cell counts. The reduction in migration 
was greatest in patients with sarcoid- 
osis, but was significantly reduced in 
necrobiosis lipoidica and granuloma 
annulare. A similar reduction was 
present when 100% serum was used as 
the cell attractant, with the different 
groups of patients displaying almost 
identical responses to those using 50% 
serum. When casein was used as the 
cell attractant, normal subjects re- 
sponded less than to autologous 


serum, and there was no significant 
difference in cell migration between 
patient and control groups (Fig 2). Six 
subjects with sarcoidosis were tested 
with 50% autologous serum and 50% 
homologous serum concurrently and 
showed no difference in responsive- 
ness to the two types of sera (Fig 3); a 
group of patients with granuloma 
annulare also behaved similarly. The 
use of Hank's balanced salt solution 
alone in the chamber caused negligi- 
ble cell migration in normal subjects 
and was therefore not employed as a 
routine control. 


In Vitro Chemotaxis: 
Filter Migration 


In all groups, casein was a more 
effective chemotactic agent than en- 
dotoxin-activated serum. No signifi- 
cant difference between the groups 
tested and the control group was seen 
with either attractant (Fig 4). 
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Casein, 1 mg/ml 


Cells/10 sq mm Abrasion/24 hr 


Normal Granuloma Necrobiosis Sarcoidosis 
Annulare Lipoidica 
13 16 10 13 


No. of Subjects 


Fig 2.—In vivo chemotaxis, response to casein, 1 mg/ml. No significant difference is seen 
in cell migration between patient and control groups. 


Fig 3.—In vivo chemotaxis, comparison of 50% autologous serum and 50% homologous 
serum as cell attractant. No difference in responsiveness to two types of serum is 
apparent. 
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COMMENT a 


Examination of neutrophil chemo- 
taxis is now widely performed in 
patients suffering from recurrent 
infections. This procedure has identi- 
fied groups of patients in whom this 
aspect of host defense is defective.” 

Chemotaxis is usually examined in 
vitro by measurement of cell migra- 
tion through filters, a method that 
detects cellular defects of locomotion 
and of response to chemotactic stim- 
uli. These have been demonstrated in 
a number of rare syndromes, for 
example, the Chediak Higashi syn- 
drome,' the lazy leukocyte syn- 
drome,” and actin dysfunction." More 
commonly, a number of patients have 
been described who show defective 
chemotaxis of neutrophils in associa- 
tion with raised IgE levels." Similar- 
ly, some patients with diabetes show 
reduced chemotaxis, although most 
patients show results near normal. 

In vivo, the accumulation of neutro- 
phils at inflammatory sites depends 
on the generation of chemotactic 
agents at the site and may be modi- 
fied by inhibitory factors. Generation 
of chemotactants is dependent on the 
integrity of the complement system, 
and several groups of patients with 
complement deficiency and defective 
chemotaxis have been identified.’ 

Chemotactic factor inactivators are 
a normal component of human serum” 
and presumably limit the extent of 
neutrophil accumulation at inflamma- 
tory sites. Such compounds are liber- 
ated from neutrophils during phago- 
cytosis." Injection of purified prepa- 
rations of a chemotactic factor inacti- 
vator has been shown to inhibit cell 
accumulation and hemorrhage at the 
site of experimental Arthus reactions 
in rats.” Increased levels of chemotac- 
tic inactivator have been demon- 
strated in several disorders, including 
sarcoidosis?* and leprosy.** Raised lev- 
els have also been demonstrated in 
patients with cutaneous anergy asso- 
ciated with acute illness? ; in these 
subjects a correlation was noted 
between recovery of skin test reactiv- 
ity and reduction in serum levels of 
chemotactic factor inactivator. This 
evidence suggests that perhaps the 
cutaneous anergy seen in sarcoidosis 
may be related to the presence of such 
a serum factor. 

The data presented in this article 
show that, in certain granulomatous 
diseases, neutrophils that are capable 
of normal chemotaxis in vitro may 
display defective movement in the 
body, where an inhibitory serum 
factor might be operative, altering the 
response to chemotactic stimuli. How- 
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Fig 4.—In vitro chemotaxis. In all groups casein was a more effective chemotactic agent 
than endotoxin-activated serum. No significant difference between groups tested and 
control group was seen with either attractant. N indicates normal subjects; S, subjects 
with sarcoidosis; GA, those with granuloma annulare; NL, those with necrobiosis 


lipoidica. 


ever, this would not explain the 
normal response when casein was 
present in the chambers. A similar 
abnormality has been shown by other 
workers in Crohn's disease and 
leprosy.” The site of such an inhibito- 
ry action has not been identified 
precisely, but preliminary in vitro 
data have been obtained that suggest 
a cell-directed inhibition rather than 
an inactivation of chemotactic factors. 
The possibility that, in the conditions 
investigated, neutrophils might show 
defection adherence to vessel walls 
and thus show defective mobilization 
into skin window chambers has not 
yet been investigated. 

The sera of patients with granulo- 
ma annulare and sarcoidosis have 
been shown to display macrophage 
inhibitory activity’; whether this could 
play a role in the inhibition of neutro- 
phil movement has not yet been deter- 
mined. The defective neutrophil che- 
motaxis that has been demonstrated 
in diabetes’ is of interest in relation 
to our findings in necrobiosis lipoid- 
ica, although only two of these 
patients had diabetes, and their 
behavior did not differ from the 
remainder of the group. In the 
patients with granuloma annulare, 
our preliminary data indicate that 
defective neutrophil migration is seen 
in both localized and widespread 
forms of the disease. In sarcoidosis, 
the group receiving steroids behaved 
similarly to the untreated patients. 

The relevance of impaired neutro- 
phil function to the pathogenesis of 
these epithelioid cell granulomatous 


f Dermatol—Vol 115, Jan 1979 


disorders has not been widely ex- 
plored. In chronic granulomatous dis- 
ease, in which a well-defined function- 
al disorder of neutrophils has been 
identified,** inflammatory responses 
to infectious agents are granuloma- 
tous in nature, the macrophage taking 
over the function of the incompetent 
neutrophil at the inflammatory site. 
Segal and Loewi” have postulated 
that, in Crohn’s disease, in which a 
similar defect of in vivo neutrophil 
mobility has been demonstrated, de- 
fective accumulation of neutrophils in 
the bowel wall could lead to a failure 
of clearance of antigenic material 
leaking through from the gut lumen. 
This in turn leads to a predominantly 
macrophage-mediated inflammatory 
response, with granuloma formation. 
Analogous responses to other types of 
damage, such as physical trauma to 
the skin or damage to dermal vascula- 
ture, could also be envisaged to be 
predisposing events. 


Nonproprietary Name and 
Trademarks of Drug 


Glyburide—Diabeta, Micronase. 
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Delayed Cutaneous Hypersensitivity and 


Lymphocyte Transformation 


Dissociation in Atopic Dermatitis 


Susan T. Elliott, MD, Jon M. Hanifin, MD 


è Studies of cell mediated immunity 
(CMI) in atopic dermatitis have demon- 
strated various defects and frequently 
contradictory results. The true nature of 
immune dysfunction remains uncertain. 
We approached this question by concur- 
rently examining two aspects of CMI: 
delayed cutaneous hypersensitivity and in 
vitro lymphocyte transformation. Re- 
sponses were tested using the antigens 
Candida albicans and streptokinase- 
streptodornase (SKSD). Mean lymphocyte 
transformation was equal in atopic pa- 
tients and controls, although a subgroup 
of severely dermatitic patients showed 
depressed responses. Cutaneous anergy 
was the rule in atopic patients (96% to 
candidin and 84% to SKSD). Although 
normal subjects showed good correlation 
between in vitro and cutaneous re- 
sponses, atopic patients showed a signif- 
icant lack of correlation. Many patients 
manifested cutaneous anergy in the face 
of normal lymphocyte transformation re- 
sponses. 

(Arch Dermatol 115:36-39, 1979) 


Ace dermatitis (AD) is a common 
dermatological problem charac- 
terized by dry, inflamed, pruritic, 
lichenified skin. A variety of factors, 
ranging from heredity, environment, 
and emotional stress to altered phar- 
macologic and immunologic reactivi- 
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ty, have been implicated but never 
proved as causative. Recently much 
attention has been focused on the 
immune system in AD. Patients with 
this disease show poor control of cuta- 
neous vaecinia and herpes simplex 
infections and have a high degree of 
susceptibility to warts’ and molluscum 
contagiosa."" Chronic dermatophyte 
infection is highly correlated with a 
personal history of atopy.’ These clini- 
cal observations imply a defect in cell 
mediated immunity (CMI) in AD. 

Delayed hypersensitivity reaction 
(DTH) to intradermal tests with 
common microbial antigens is a useful 
clinical indicator of CMI. Patients 
with AD have a higher than normal 
proportion of negative DTH re- 
sponses."" In normal subjects, DTH 
correlates well with in vitro tests of 
lymphocyte response to common anti- 
gens. Thus, a group of patients with 
negative DTH might be expected to 
show depressed in vitro lymphocyte 
reactivity. Studies of lymphocyte re- 
activity in AD have been contradicto- 
ry, with some investigators reporting 
normal in vitro reactivity^* while 
others noted depressed lymphocyte 
responses." We chose to examine 
this eontroversy by concurrently as- 
sessing DTH and in vitro lymphocyte 
transformation to streptokinase- 
streptodornase (SKSD) and Candida 
albicans antigens in normal subjects 
and in patients with AD. 


MATERIALS AND METHODS 
Patient Selection 


Twenty-five patients (14 female and 11 
male) were studied. Their ages ranged 


between 8 and 60 years, with a mean of 26. 
The diagnosis of AD was based on well- 
defined clinical and historical features, as 
previously described.“ Patients were not 
under systemic therapy with cortico- 
steroids or other medications at the time of 
study. The extent (E) and severity (S) of 
disease were graded on a scale of 1 to 5 and 
the product of the two grades (E x S) was 
the overall indicator of clinical involve- 
ment." Control subjects were normal, 
healthy, nonatopie volunteers of similar 
age and sex distribution as the patients 
studied. 


Cutaneous Delayed 
Type Hypersensitivity Tests 


First strength antigens, 0.1 ml of candi- 
din (C albicans, glycerosaline extract, 
1:1,000) or of SKSD (10 and 2.5 units, 
respectively), were injected intradermally 
into the skin of the volar forearm. Positive 
DTH test results measured —7 mm indura- 
tion at 48 hours. 

Patients showing negative responses to 
the first strength antigens were retested 
with second strength antigens (candidin, 
1:100 dilution, or SKSD, 40 units of SK and 
10 units of SD). 

Skin testing was performed only on 
nondermatitic normal skin of patients with 
atopie dermatitis. No topical applications 
of corticosteroids were used on these areas 
for at least one week prior to or during 
intradermal testing. i 


Lymphocyte 
Transformation Tests (LTT) 


Sterile venous blood was anticoagulated 
with heparin sodium, 10 units/ml, and 
mononuclear cells were isolated on Ficoll- 
hypaque gradients, then washed and 
suspended in Roswell Park Memorial Insti- 
tute (RPMI) 1640 at a final concentration 
of 1x 10° lymphocytes per milliliter. 
Media were supplemented with 15% pooled 
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Cultures were incubated in microtiter 
plates (2 x 10* lymphocytes per well) at 37 
°C for six days. Tritiated thymidine was 
added to the cultures for the final 16 hours. 
Cultures were harvested with a multiple 
automated harvester and incorporation of 
tritiated thymidine determined by liquid 
scintillation counting. Results were ex- 
pressed as counts per minute (cpm) per 
culture and as lymphocyte stimulation 
index (ratio of epm per stimulated culture 
to epm per control cultures). All eultures 
were run in quadruplicate. 

In preliminary studies, several concen- 
trations of antigen were used and dose 
response curves calculated for each subject. 
For expediency, only the optimal concen- 
trations of antigen (0.25 ug/ml for SKSD 
and 1:1,000 dilution of candidin) were used 
in subsequent studies. 


RESULTS 
LTT Responses to 
SKSD and Candida albicans 


Lymphocyte transformation was 
tested in 25 patients with AD and 27 
normal subjects. As shown in Fig 1, 
responses were similar in both groups. 
For SKSD, the range of stimulation 
indexes (SI) in normal subjects was 2 
to 50 (mean, 11 + 2) and in patients 
with AD the range was 1 to 60 (mean, 
10 + 3.6). For candidin, the range in 
normal subjects was 2 to 40 (mean, 
8.1 + 1.8) and in patients with AD, 1 
to 50 (mean, 6.9 + 1.9). There were no 
significant differences between nor- 
mal and atopic subjects in the range or 
mean SI to either antigen. 

If we consider SIs less than 2 as 
negative, indicating lymphocyte un- 
responsiveness, eight of 25 patients 
with AD and none of 27 normal 
subjects showed negative LTT to 
SKSD. Similarly, nine of 25 patients 
with AD and two of 27 normal 
subjects showed negative responses to 
candidin. These differences are highly 
significant and indicate that, while 
the overall in vitro lymphocyte re- 
sponse to SKSD and candidin is 
normal, in AD a subgroup of these 
patients do show depressed lympho- 
cyte reactivity. 

The patients with AD were divided 
into those with severe disease 
(E x S > 10) and those with mild to 
moderate disease (E x S — 10) and 
lymphocyte responses of these two 
groups are analyzed below: 


SKSD  .Candidin 


Severe 

(18 patients) 5.2 + 1.18 5 x 19 
Mild 

(12 patients) 16.6 + 6.7 9.2 + 3.3 
P < .001 NS 


Severely dermatitic patients had sig- 
nificantly depressed responses to 
SKSD and a tendency (although not 
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significant) to diminished response to 
candidin. 

A recent report suggested that 
autologous plasma had an inhibitory 
effect on LTT in AD." We studied 
LTT responses of nine patients with 
AD. Lymphocytes were cultured with 
SKSD and candidin in media supple- 
mented with either 1576 AB serum or 
15% autologous serum. 


Normal Autologous 

Serum Serum 
Candidin &.7 + 28 6123 
SKSD 9.7 + 2.9 13.9 + 3.6 


There were no significant differences 
in either cpm or SIs of lymphocytes 
cultured in normal serum as compared 
with cells incubated in AD serum. In 
parallel studies, the addition of atopic 
serum did not depress the responses of 
normal lymphocytes. 


Skin Test Response 
Compared With LTT 


Intradermal testing with first 
strength SKSD and candidin was 
studied in 13 normal subjects and in 25 


| $ ^u 29999 *,2 ** eg 


Normal Atopic 


SKSD 





patients with AD. The results of skin 
tests and LTTs in each subject were 
plotted such that the SI formed the 
ordinate and the diameter of cuta- 
neous induration formed the abscissa 
of a graph. In normal subjects (Fig 2, 
left) the points formed a roughly 
linear pattern; large skin test re- 
sponses were associated with high SI 
in lymphocyte transformation tests 
and vice versa. Correlation coeffi- 
cients for LTT and cutaneous testing 
were .74 for SKSD and .86 for candi- 
din, indicating a high degree of corre- 
lation. 

When SI and skin test responses 
were plotted in the same manner for 
patients with AD (Fig 2, right), the 
correlation coefficients were zero. 
Despite the normal range of LTT, the 
majority of skin test results were 
negative (24 of 25 for candidin and 21 
of 25 for SKSD); thus, high in vitro 
lymphocyte responsiveness was, in 
most instances, associated with ab- 
sent cutaneous responsiveness. 

Patients with negative reactions to 
first strength skin tests to candidin 


Stimulation Index 


Normal Atopic 


Candida albicans 


Fig 1.—Results of lymphocyte transformation by streptokinase-streptodornase (SKSD) 
and candidin as stimulation index in normal subjects and atopic dermatitis patients and 
mean responses (solid bars). Mean differences were not significant (P — .5 for both 


antigens). 
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Fig 2.—Lymphocyte transformation (stimulation index) is compared with delayed cutaneous 
hypersensitivity (in millimeters of induration) in normal subjects (left) and in patients with atopic 


dermatitis (right). Streptokinase-streptodornase, SKSD; candidin, CA. 


and SKSD were retested with both 
first and second strength concentra- 
tions simultaneously. Of 34 concurrent 
tests, there was only one patient who 
had negative first strength and posi- 
tive second strength test results, indi- 
cating that cutaneous anergy was not 
dose related. Several patients had 
LTT studies repeated after interim 
skin testing. In spite of the fact that 
these patients retained their cuta- 
neous anergy, it was our observation 
that LTT responses converted from 
negative to positive (ie, SI > 2) in six 
of eight retested with SKSD and three 
of five retested with candidin. 


COMMENT 


Patients with AD show decreased 
reactivity to contact allergens and 
microbial antigens and have an 
increased incidence of generalized 
herpes simplex and vaccinia. These 
findings suggest defective CMI func- 
tion. However, in vitro testing of 
immune reactive cells has yielded 
equivocal results. Thus, the question 
of whether the impaired responsive- 
ness in AD is a local phenomenon (ie, 
limited to the skin) must be examined. 
The purpose of this study was to 
compare cutaneous DTH reactions 
with in vitro lymphocyte responses to 
the common microbial antigens SKSD 
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and candidin. We found that many 
patients had cutaneous anergy but 
normal lymphocyte transformation to 
these antigens, suggesting that de- 
pressed CMI responses are mainly 
related to the in vivo cutaneous 
setting. 

Many studies in recent years have 
examined CMI capability in AD by 
using lymphocyte function tests. 
Sheep RBC rosette-forming cells (T 
lymphocytes) have been depressed in 
some series'^"^ but normal in oth- 
ers.^' Lymphocyte transformation 
by mitogens such as phytohemagglu- 
tinin (PHA) has been diminished in 
some series," normal in others,'"'* 
while another observed that responses 
were depressed during flares of the 
dermatitis but normal during remis- 
sion. Still others have found de- 
pressed responses only with subopti- 
mal concentrations of mitogen.” 
Antigenic transformation of atopic 
lymphocytes has been studied with 
several antigens and with normal and 
autologous sera. Hovmark found that 
atopic lymphocytes were hyporeactive 
to tuberculin and herpes simplex" 
while Thestrup-Pedersen et al found 
normal reactivity to tuberculin." 
McGeady and Buckley reported de- 
pressed responses to candidin."° In our 
series, responses to SKSD and candi- 


din were examined, and the reactivity 
of atopic lymphocytes did not signifi- 
cantly differ from normal. However, 
lymphocyte responses of severely af- 
fected atopic patients were signifi- 
cantly lower than responses of mildly 
diseased patients. 

The effect of autologous serum on 
performance of atopic lymphocytes is 
controversial. Anderson and Hjorth 
found that PHA responses of atopic 
lymphocytes were depressed only 
when cultured in autologous serum,” 
while Grove et al disagreed.® Others 
have shown that autologous plasma 
with high concentrations of IgE could 
inhibit mitogenic and PPD stimula- 
tion of atopic lympocytes.'' Our stud- 
ies failed to confirm any effect of 
atopic serum on antigen-stimulated 
LTT. However, we did not study sera 
from patients during exacerbations of 
dermatitis, and it is possible that 
severe cutaneous inflammation asso- 
ciated with atopic erythroderma could 
lead to the release of substances inhib- 
itory to lymphocyte proliferation. Cir- 
culating inhibitors could cause de- 
pressed lymphocyte responsiveness 
as has been noted with chemotax- 
18,159 

It must be noted that several 
patients showed negative lymphocyte 
transformation responses as well as 
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cutaneous anergy to these antigens. 
These patients were, in general, the 
most severely diseased, and it is possi- 
ble that transient circulating inhibi- 
tors did, in fact, cause negative in 
vitro lymphocyte responses in these 
cases. Alternatively, they may repre- 
sent a subgroup of patients with true 
immunocellular dysfunction in both 
cutaneous and in vitro tests. 

Skin testing in atopics has yielded a 
high proportion of negative responses 
in several studies.*'^? Patients with 
severe dermatitis more often showed 
negative reactions to PPD than did 
those with mild dermatitis," and cuta- 
neous tuberculin reactivity has been 
shown to vary with exacerbations or 
remissions of AD." We concur with 
these reports in that the patients 
studied show a very low percentage of 
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positive skin test results to SKSD and 
candidin. 

Why do these patients have nega- 
tive skin test results in the face of 
positive LTT to the same antigens? It 
is obvious that delayed cutaneous 
hypersensitivity represents a com- 
plex, multistage interaction of cells 
and tissues. A defect at any stage can 
negate the response. Conversely, blas- 
togenic LTT represents only a portion 
of the overall CMI response. A defect 
at any other step in the overall reac- 
tion could account for the negative 
skin test responses in AD. Alterna- 
tively, inflammatory cells may be 
incapable of migrating to sites of 
antigen challenge in atopic patients. 
We have shown defective in vitro 
chemotaxis associated with AD'* and 
more recent work has demonstrated 
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slowed in vivo migration of inflamma- 
tory cells to a skin window (S. Grewe 
and J.M.H., unpublished observa- 
tions). Finally, it is possible that 
suppressor influences on lymphocytes 
in vivo are not detected by in vitro 
assays. Studies have suggested that 
short-lived suppressor cells may be 
responsible for the anergy seen in 
disseminated fungal infections”? and 
in sarcoid.’ The immune system may 
be under abnormal inhibitory in- 
fluence in AD, thus accounting for the 
frequent cutaneous anergy. Evidence 
relating to this hypothesis will be 
presented in a subsequent report. 
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Cutaneous Histologic Features in 


Ehlers-Danlos Syndrome 


Study of 21 Patients 


Virginia I. Sulica, MD; Philip H. Cooper, MD; F. Michael Pope, MD; 
George W. Hambrick, Jr, MD; Ben M. Gerson, MD; Victor A. McKusick, MD 


e Skin biopsy specimens from 21 
patients with Ehlers-Danlos syndrome 
(EDS) were compared with controls. With 
two exceptions, the appearance of the 
dermal collagen and elastic tissue as 
seen in the two groups was indistinguish- 
able. One example of type 4 EDS 
contained a dermis composed of fibers 
that resembled actinically damaged elas- 
tic tissue. The single example of type 6 
EDS contained particularly thin collagen 
fibers. The dermal thickness of speci- 
mens of EDS was similar to that of 
controls, although the  abnormal-ap- 
pearing specimen of type 4 EDS was also 
abnormally thin. Since the other two biop- 
sy specimens of type 4 appeared to be 
within the range of normal, there may be 
heterogeneity in this form of EDS. 

(Arch Dermatol 115:40-42, 1979) 


he  Ehlers-Danlos syndrome 
(EDS) is an inherited disorder 
that is clinically and genetically heter- 
ogeneous. At present, seven types are 
recognized,-? and the essential fea- 


Accepted for publication Aug 16, 1978. 

From the Department of Dermatology (Drs 
Suliea and Hambrick), the Division of Medical 
Genetics (Drs Pope and McKusick), and the 
Department of Pathology (Dr Gerson), Johns 
Hopkins Hospital, Baltimore; and the Depart- 
ments of Pathology and Dermatology (Dr Coop- 
er) University of Virginia, Charlottesville. Dr 
Sulica is now with the Division of Dermatology, 
Georgetown University, Washington, DC. 

Reprints not available. 


40 Arch Dermatol—Vol 115, Jan 1979 


tures are summarized in Table 1. In 
types 4 through 7, a biochemical 
abnormality of collagen synthesis has 
been identified. In type 4, there is a 
deficiency of type 3 collagen.'* The 
crosslinking enzyme, lysyl oxidase, is 
deficient in type 5.° Impaired hydrox- 
ylation of lysine characterizes type 
6,* and an absence of the enzyme 
procollagen peptidase allows accumu- 
lation of collagen precursors in type 
7.29 

Previous reports of the histologic 
features of EDS have been contradic- 
tory. It seemed possible that the clini- 
cal and genetic heterogeneity of the 
syndrome might explain the varying 
histologic findings noted by others. 
Accordingly, we studied skin speci- 
mens from all types of EDS (except 
type 5) to evaluate the quality, quanti- 
ty, and organizational patterns of the 
dermal collagen and elastic tissue. 


SUBJECTS AND METHODS 


Between 1958 and 1974, 58 patients with 
EDS were examined at the Moore Clinic of 
Johns Hopkins Hospital, Baltimore. Twen- 
ty-one of them were reexamined. Based on 
clinical and, in some cases, biochemical 
criteria, these patients were classified as 
type 1 (five patients), type 2 (five 
patients), type 3 (four patients), type 4 
(three patients), type 6 (one patient), type 
7 (one patient), and unclassified (two 
patients). The parents of one patient clas- 
sified as type 4 were also examined. 

Four-millimeter punch biopsy specimens 
were obtained from the flexor aspect of the 


right forearm of each of the 23 individuals. 
Control biopsy specimens matched for age, 
sex, race, and anatomic site were obtained 
from 16 healthy persons. Tissues were 
fixed in 4% buffered formaldehyde solu- 
tion, embedded in paraffin, sectioned, and 
stained with hematoxylin-eosin, Movat’s 
pentachrome, Taenzer-Unna acid orcein, 
and Gomori's trichrome. The sections were 
examined by three of us (V.I.S., P.H.C., and 
G.W.H.) without prior knowledge of the 
clinical classification. With the use of an 
ocular micrometer, the thickness of the 
dermis was measured. Observations were 
recorded for the distance from the top of 
the epidermal granular layer to the inter- 
face of the dermis and subcutis, and from 
the granular layer to the interface between 
the dermis and the most superficially 
located sweat gland secretory coil. 


RESULTS 

In reviewing the control specimens, 
we were impressed by the wide quali- 
tative and quantitative range for 
normal dermis. The size, orientation, 
and tinctorial characteristics of colla- 
gen fibers varied considerably from 
control to control. A considerable vari- 
ation in thickness and density of elas- 
tic fibers was found. With this range 
of normal in mind, the specimens 
from patients with EDS were exam- 
ined. With two exceptions to be 
described later, we were not able to 
recognize objective differences be- 
tween biopsy specimens of controls 
and specimens from patients with 
EDS with regard to the appearance of 
dermal collagen and elastic tissue. 
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Table 1.—Characteristics of Seven Types of Ehlers-Danlos Syndrome 


Inheritance Clinical Features 


Autosomal dominant 


2 Autosomal dominant 


Autosomal dominant Lax joints; variable bruising; skin may be normal 


Autosomal recessive 


X-linked recessive 
Autosomal recessive Scoliosis; retinal perar 


Autosomal recessive 


Facial scars; loose, hyperextensible skin; hyper- 
mobile joints; paper-thin scars; molluscoid 
pseudotumors 

Loose skin; hypermobile joints; bleeding prob- 
lems 


Thin skin; pinched facies; ecchymoses; arterial 
rupture 


Lax joints; short stature (unusual feature); char- 
acteristic facies 


Fig 1.—Type 4 EDS. Dermis is composed 
of thin, pale, basophilic fibers (hematoxy- 
lin-eosin, original magnification x 160). 





Fig 3. iTube 6 EDS. Dermis is SaiNhosed 
of thin collagen fibers with normal tincto- 
rial characteristics (hematoxylin-eosin, 
original magnification x 120). 


This observation was true when the 
controls were compared as a group 
with the entire series of patients and 
when specific patients were compared 
with their particular controls. 

In certain respects, our measure- 
ments of the distance from the granu- 
lar layer to the subcutis were thought 
to be unsatisfactory. The interface 
between the dermis and subcutis is 
very irregular, and it was difficult to 
objectively choose a specific point at 
which to make a measurement. 
Indeed, the choice became arbitrary. 
It seemed that the measurement to 
the secretory coil was more satisfacto- 
ry, since it encompassed at least 60% 
of the dermal thickness in most biopsy 


; ` { Dermatol—Vol 115, Jan 1979 








Fig 2.—Same biopsy specimen as seen in 
Fig 1 (pentachrome, original magnification 
x 160). 





Fig 4.—Same biopsy specimen as seen in 
Fig 3 (pentachrome, original magnification 
x 120). 


specimens and provided a point that 
could be chosen without bias. Table 2 
indieates that, as a group, patients 
with EDS had the same dermal thick- 
ness as controls. Secretory coils were 
absent in two cases, a type 3 and a 
type 4, and they are omitted from 
Table 2. The measurements made in 
biopsy specimens of types 1, 2, and 3 
were scattered throughout the range 
for the entire group. The measure- 
ments made in two examples of type 
4, the one example of type 6, and the 
one example of type 7 were less than 
the average for the EDS group and for 
the controls. 

Two specimens appeared to be 
outside the qualitative range of 


Table 2.—Dermal Thickness 
Measured From the Granular 
Layer to the Secretory Coil 


Thickness, mm 


Measure Controls 
Range 
Average 


Median 


(5 biopsy 
speci- 
mens) 


(5 biopsy 
specimens) 


normal that we used for dermal 
appearance. One, from a patient with 
type 4 EDS, contained a dermis 
composed primarily of pale ampho- 
philie to slightly basophilic fibers that 
ranged in width from 2 to 8 y (Fig 1). 
These were located approximately 
parallel to the epidermal surface. 
They stained light red with the tri- 
chrome and black with the penta- 
chrome (Fig 2). They did not polarize 
light. There were traces of ground 


substance between the fibers. A few 


collagen fibers were seen at the deep 
margin of the specimen that had 
normal staining reactions and widths 
up to 15 u. A small number of very 
delicate collagen fibers under 1 y in 
width were seen higher in the dermis 
between the basophilie fibers. The 
dermal thickness measured in multi- 
ple sections of this specimen was 0.5 
mm in the thickest area. A few groups 
of fat cells were seen at the deep 
margin, and a few intradermal eccrine 
ducts were found. Secretory coils were 
not seen, and this biopsy specimen 
was not considered adequate for 
objective measurement of dermal 
thickness. However, this patient had 
generalized, grossly evident, thinning 
of the skin. Biopsy specimens from 
this patient's parents appeared nor- 
mal. The other dermis that we believe 
to be qualitatively abnormal. was 
found in our single biopsy specimen of 
type 6 EDS. It was composed of colla- 
gen fibers that appeared particularly 
thin (2 to 10 ») but that had normal 
staining characteristics and that po- 
larized light (Fig 3). Elastic fibers 
were not visible with hematoxylin- 
eosin and appeared normal with the 
elastic stain. They seemed increased 
in number, but we believe that was 
only relative to the reduction in colla- 
gen (Fig 4). The thickness from gran- 
ular layer to the secretory coil was 0.6 
mm. 


COMMENT 


The histologic changes previously 
reported in EDS include diverse 
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descriptions of quantitative and quali- 
tative abnormalities of both collagen 
and elastic fibers. Most were pub- 
lished prior to the nosological classifi- 
cation of the syndrome and repre- 
sented isolated case reports. The find- 
ings concerning collagen have 
included normal appearance, quanti- 
tative decrease, and qualitative alter- 
ations such as improper arrangement, 
reduced weaving, splitting and frag- 
mentation, and the possibility of 
mistaking collagen for elastic fi- 
bers *°:7°"* The same diversity of 
observations applies to elastic fi- 
bers.!?-17-19-26 

Our study of control specimens also 
showed a wide qualitative range of 
normal for dermal collagen and elastic 
tissue. The measurement of collagen 
fiber width varied the most. In many 
instances, fibers appeared to be bro- 
ken into narrower and shorter pieces. 
The possible effects of tissue process- 
ing and tissue cutting should not be 
underestimated. The width of individ- 
ual elastic fibers can vary consider- 
ably within one specimen and from 
biopsy specimen to biopsy specimen. 
The effects of tissue orientation, 
anatomic site, and age of subject must 
be kept in mind. The factors just 
mentioned need additional objective 
evaluation in order to further define 
the normal. In fact, descriptions of 
normal dermis found in classical text- 
books are surprisingly sparse, and 
give the pathologist little in the way 
of an objective baseline. It is easy to 
see how the study of individual cases 
of EDS, such as has been done in the 
past, has yielded such inconsistent and 
confusing results. 

The dermal thickness should be 
more amenable to objective measure- 
ment. As a group, the patients with 
EDS had the same dermal thickness as 
controls. Specimens of types 4, 6, and 7 
EDS were thinner than the average 
for the controls and for the group of 
EDS. However, the numbers were too 
small for statistical treatment. 

One biopsy specimen of type 4 
showed findings that we believe to be 
abnormal. The amount of normal 
collagen was substantially reduced. 
The dermis consisted primarily of 
fibers with the staining characteris- 
tics of elastic tissue. Specifically, the 
fibers were similar to the pale, baso- 
philic elastic fibers seen in early 
actinic change in that they stained 
black with the pentachrome and 
orange-red with the trichrome. Study 
of several examples of actinically 
damaged dermis yielded similar re- 
sults. Moreover, at the deep margin of 


42 Arch Dermatol—Vol 115, Jan 1979 


the specimen there were discrete, 
wavy basophilic fibers that appeared 
identical to those seen in actinic 
change. These merged with the less 
distinct fibers that composed most of 
the dermis. We favor the interpreta- 
tion that there was very little normal 
collagen in the dermis in this biopsy 
specimen. The bulk of the dermis was 
most likely composed of elastic tissue 
that had undergone an alteration 
resembling early actinic change. How- 
ever, it is possible that the dermis was 
composed of an abnormal collagenous 
tissue that had some characteristics of 
elastie tissue. The possibility of ordi- 
nary actinic damage or age-induced 
changes seems unlikely given the site 
of the biopsy and age of the patient 
(17 years). With regard to the dermal 
thickness in this case, the patient had 
thin, translucent skin, and the un- 
derlying venous network was easily 
seen.’ Although our measurement (0.5 
mm) could not be made at a secretory 
coil, we believe that this patient’s skin 
was abnormally thin. The parents of 
this patient had histologically normal- 
appearing dermis, although biochemi- 
cal studies indicate that they have 
reduced amounts of type 3 collagen in 
their dermis?^ The other two biopsy 
specimens of type 4 EDS contained 
collagen fibers that appeared some- 
what narrower and more fragmented 
than some controls but that were not 
thought to be definitely abnormal. 
These two specimens contrasted dra- 
matically with the one described 
previously. The findings in these 
three cases suggest that there is het- 
erogeneity in type 4 EDS. Our single 
example of type 6 contained particu- 
larly thin collagen fibers with normal 
tinctorial characteristics. More speci- 
mens from this group are needed in 
order to permit valid conclusions. 

Histologic examination does not 
seem to allow separation of the type of 
EDS, although two specimens ap- 
peared abnormal. Indeed, most biopsy 
specimens from patients with EDS 
cannot be distinguished from normal. 
At present, clinical, genetic, and 
biochemical features remain the pri- 
mary criteria for the separation of 
EDS into specific forms. Studies 
correlating the histologic features 
with the clinical picture and biochemi- 
cal findings are needed in order to 
completely describe the subclasses of 
this syndrome. There may be hetero- 
geneity in type 4 EDS. 
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Unusual Neurological Findings and Therapeutic Efficacy of Dapsone 


Hal B. Ridgway, MD; Phiroze L. Hansotia, MD; William F. Schorr, MD 


è Relapsing polychondritis is a rare 
disease of undetermined cause. The most 
frequently seen symptom is redness and 
swelling of the cartilaginous ear, followed 
by cartilage inflammation elsewhere in 
the body. Our five cases had neurologic 
symptoms that posed diagnostic difficul- 
ties. Because vasculitis is not uncommon 
in relapsing polychondritis, it was difficult 
to determine whether these neurologic 
symptoms were attributable to relapsing 
polychondritis or to other unrelated 
causes. In our cases, specific neurologic 
complaints were caused by a concomitant 
but unrelated disease, rather than by 
relapsing polychondritis. We add five 
additional documented cases to the medi- 
cal literature and confirm the therapeutic 
efficacy of dapsone in the treatment of 
this unusual disease. 

(Arch Dermatol 115:43-45, 1979) 


Retsesing polychondritis was first 
described as a disease entity by 
Jaksch-Wartenhorst' in 1923, under 
the name of “polychondropathia.” 
Since then, fewer than 70 cases have 
been described in the English medical 
literature.” Appropriately named, re- 
lapsing polychondritis is an inflamma- 
tory disease of cartilaginous tissue 
throughout the body. The course of 
the disease is variable, but usually 
progressive with destruction, degen- 
eration, and eventual fibrosis of carti- 
lage, leading to disability and, occa- 
sionally, death. 

This disease is most frequently seen 
in young or middle-aged adults; how- 
ever, it has been reported in all ages 
(neonate and elderly). There would 
appear to be no sexual predilections, 
with men being affected as frequently 
as women. The most common com- 
plaint is painful swelling and redness 
of the pinna of the ears. This may be 
either accompanied or proceeded by 
general systemic symptoms, such as 
fever, headache, or malaise. Other 
cartilaginous structures frequently 
become involved in the inflammatory 


process, giving rise to polyarthralgias, 
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nasal tenderness with subsequent de- 
formity, and tracheobronchial involve- 
ment, which may lead to acute respi- 
ratory failure. Involvement of laryn- 
geal cartilage can produce laryngitis. 
Middle- and inner-ear chondritis may 
give rise to complaints of vertigo and 
auditory dysfunction. The ocular man- 
ifestations most frequently described 
are iritis and conjunctivitis. Laborato- 
ry findings all support an acute 
inflammatory process, but only a biop- 
sy specimen of involved cartilage is 
diagnostic for this disease. 

The treatment of this intriguing 
disease in the past has consisted of 
long-term systemic steroid therapy, 
and most major medical texts suggest 
that this is the treatment of choice.'^ 
We describe five additional eases of 
relapsing polychondritis and note that 
dapsone provides an excellent alterna- 
tive, if not preferred, treatment for 
this disease. 


REPORT OF CASES 


Case 1.—A 50-year-old woman was 
referred to the Marshfield Clinic in Janu- 
ary 1974 for evaluation of intermittent 
pain, swelling, and redness of her ears of 
two years’ duration. These symptoms had 
been controlled with systemic prednisone. 
She had no other symptoms at that time 
except diplopia. Past medical history was 
unremarkable, except for a history of 
hyperthyroidism, which had been treated 
with sodium iodide I 131. Physical exami- 
nation revealed red, swollen, tender pinna 
bilaterally: the earlobes were normal (Fig 
1). The only other abnormal findings 
included hyperphoria of the right eye, with 
minimal exophthalmos. Abnormal labora- 
tory study results included a leukocyte 
eount of 15,800 cells per cu mm, an ESR of 
55 mm/hr, and a nonspecific elevation of 
IgM level on immunoglobulin electrophore- 
sis. Histologic sections of the left ear 
showed an extensive inflammatory re- 
sponse of the perichondrium and cartilage 
(Fig 2). The cartilage lost its basophilia and 
was eosinophilic in involved areas. In some 
areas, chondrocytes were separated and 
replaced by fibrosis. Direct immunofluo- 
rescence showed deposition of IgG and 
IgM, as well as complement on the chon- 
drocytes. Antinuclear antibody (ANA), 
rheumatoid factor, and LE preparation 
showed negative findings. Subsequent to 
discharge, she responded favorably to 60 
mg of prednisone daily and later was main- 
tained on 15 to 30 mg, every other day. This 
resulted in a gradual cushingoid appear- 
ance. 


In 1975, she began to notice intermittent 
pain in the lower portion of her back, with 
occasional polyarthralgias of both upper 
and lower extremities. In August 1975, 
because of marked inflammation of her 
ears, she was started on a regimen of 
dapsone, initial dose, 200 mg daily, but she 
required 300 mg daily before the predni- 
sone could be discontinued. Subsequently, 
control has been maintained with 100 to 
150 mg of dapsone daily, without the need 
for systemic steroids. Her ANA remained 
positive with a homogeneous pattern at 
1:160 dilution. The remainder of her labora- 
tory findings were within normal limits. 

CASE 2.—A 36-year-old woman was first 
seen on Feb 22, 1973 at the Marshfield 
Clinic, with a two-week history of severe 
hoarseness. Results of her physical exami- 
nation were entirely normal, except for 
mild tenderness to palpation in the anteri- 
or region of the neck. Her diagnosis was 
acute laryngotracheobronchitis, which re- 
solved with aspirin therapy and voice rest. 
She was asymptomatie for nine months, 
then she complained of headaches, blurred 
vision, diplopia, vertigo, and nystagmus. 
Spontaneous nystagmus of the left eye in 
primary gaze and some vertical nystagmus 
were the only abnormalities found, which 
suggested the possibility of a demyelinat- 
ing disease, and she was hospitalized. 

Results of an audiologic examination 
were normal. An electronystagmogram 
could demonstrate no vestibular abnormal- 
ity, and results of a Hallpike test for 
paroxysmal positional vertigo were nega- 
tive, which suggested a CNS cause. Labora- 
tory findings included normal blood chem- 
istry studies, urinalysis, and a nonreactive 
VDRL. Complete blood cell count revealed 
a hemoglobin level of 11.6 g/dl, with micro- 
cytic indices, decreased iron levels, and 
increased iron-binding capacity. Serum 
protein electrophoresis disclosed decreased 
IgG and IgA levels. A lumbar puncture was 
within normal limits. Examination of 
stools for occult blood showed negative 
results. Films of the following were 
normal: upper gastrointestinal tract, in- 
cluding small-bowel series; barium enema; 
and metastatic bone survey. A sodium 
pertechnetate Tc 99m brain scan was 
normal, and EEG showed a grade 1 dysar- 
rhythmia in the left temporal area. She 
was treated empirically with 4 mg of iron 
and dexamethasone, four times a day. 
Subjectively, she improved and was dis- 
charged on Dec 13, 1973, with a diagnosis of 
demyelinating disease and iron-deficiency 
anemia secondary to menorrhagia. 

Two weeks after discharge, her right ear 
became acutely red and swollen shortly 
after discontinuing dexamethasone thera- 
py, and she was rehospitalized. Results of 
the physical examination were unchanged, 
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Fig 1.—Case 1. Erythema, swelling, and 
tenderness of cartilaginous ear—frequent 
symptom of relapsing polychondritis. 


except for severe inflammation of the left 
ear. Important laboratory findings on her 
second admission included the following: a 
leukocyte count of 11,800 cells per cu mm, 
with normal differential; ESR of 74; nega- 
tive ANA, LE preparation, and rheumatoid 
factor; and normal C3 levels. The following 
day a biopsy of her right pinna was 
performed, which showed acute chondritis; 
however, direct immunofluorescence failed 
to show immunoglobulin around the chon- 
drocytes. She was started on a regimen of 
70 mg of prednisone daily. Her ear inflam- 
mation resolved, and she was discharged on 
Jan 21, 1974 on a regimen of 40 mg of 
prednisone daily. 

Two months later, she complained of 
persistent severe headaches and vertigo. 
Nystagmus was still present and fundu- 
scopic examination disclosed retinal 
hemorrhages and papilledema. She was 
immediately hospitalized. Brain scan, caro- 
tid and vertebral arteriograms, and frac- 
tional pneumoencephalogram all suggested 
a probable left cerebellar mass. On March 
22, 1974, a suboccipital craniotomy was 
performed and a cerebral ependymoma of 
the fourth ventricle was removed. Sepsis 
developed postoperatively, and she died. 
Autopsy disclosed ischemic necrosis of the 
brain stem secondary to vascular spasms 
and evidence of septicemia. There was no 
evidence of vasculitis or connective tissue 
disease. 

Case 3.—A 52-year-old man first came to 
the Marshfield Clinic in June 1973 with a 
two-month history of bilateral ear swelling 
and redness. He also complained of inter- 
mittent knee and wrist arthralgias. At that 
time, he had no eye, nose, audiovestibular, 
or respiratory symptoms. A specimen from 
an auricular biopsy performed on May 22, 
1973, showed chondritis. He responded well 
to treatment with systemic prednisone. In 
May 1975, his ear became reddened and he 
noted poor vision in his right eye. He was 
found to have a dense subcapsular cataract 
and iritis. The dose of prednisone was 
increased and, again, his ear inflammation 
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Fig 2.—Wedge biopsy specimen of left 
pinna. Perichondrial inflammatory infil- 
trate invading cartilage, showing areas of 
destruction and fibrosis (hematoxylin- 
eosin, original magnification x 45). 


responded. 

On March 9, 1977, the patient was hospi- 
talized for evaluation of acute visual loss in 
the inferior visual field of the left eye. He 
had no other neurologic symptoms, and 
results of his neurologic examination were 
negative. An ophthalmologic examination 
revealed an embolus in the superior retinal 
artery of the left eve and iritis, as well as a 
mature cataract in the right eye. His ears 
were red, swollen, deformed, and floppy. 
There was no nasal abnormality and no 
carotid bruits. The remainder of the physi- 
cal examination results were within nor- 
mal limits. Laboratory findings included 
the following: a mild leukocytosis; ESR of 
25; blood chemistry studies, urinalysis, 
serology, and chest x-ray film, all normal; 
ANA, positive with a weak speckled 
peripheral pattern at 1:20 dilution; and 
rheumatoid factor, negative. During hospi- 
talization, he experienced episodes of 
paresthesias in his left arm. On March 11, 
1977, bilateral carotid angiograms were 
performed, which revealed bilateral carotid 
artery stenosis. He subsequently has had 
bilateral carotid endarterectomies done 
and was started on a regimen of 200 mg of 
dapsone daily, for control of his relapsing 
polychondritis. He has responded quite 
well to 200 mg of dapsone daily, except for 
an episode of acute iritis, which was 
treated with topical dexamethasone. 

Case 4.—An 81-year-old man had been in 
fairly good health until December 1975, 
when headaches, vertigo, hearing difficul- 
ties, and a low-grade fever developed after 
an apparent episode of influenza. On Dec 
12, 1975, he was admitted to his community 
hospital for examination. During this 
hospitalization, he had a hemoglobin level 
of 11.2 g/dl; leukocyte count of 15,200/cu 
mm; ESR of 109; positive ANA at 1:20; and 
negative LE preparation and rheumatoid 
factor. Multiple other laboratory tests and 
x-ray films showed normal findings, except 


for an elevated alkaline phosphatase level. 


Because of his deteriorating condition, 
persistent low-grade fever, and weight loss 


of 11.3 kg, he was transferred to the- 


Marshfield Clinic for further examination 
on Jan 15, 1976. Results of the admisston 
physieal examination were unremarkable, 
except for pallor and mild cachexia. His 
laboratory abnormalities were unchanged 
on transfer. Films of the following were 
normal: chest; sinuses; skull series; upper 
gastrointestinal tract, including small bow- 


Fig 3.—Case 3. Floppy, deformed ear, 
resulting from poor control of relapsing 
polychondritis with systemic prednisone 
therapy. 


el; gallbladder; barium enema; intravenous 
pyelogram; and lumbar puncture. Because 
of hearing dysfunction and an ear, nose, 
and throat evaluation that included inter- 
nal auditory canal tomograms (normal), 
audiometric studies and an electronystag- 
mogram were performed. The results of 
these tests disclosed moderate bilateral 
sensorineural hearing loss and bilateral 
vestibular pathology, suggestive of middle- 
and inner-ear involvement with relapsing 
polvchondritis. Bilateral temporal artery 
and right deltoid muscle biopsy specimens 
were taken because of headaches, myal- 
gias, and weakness, which showed normal 
deltoid muscle and hyperplastic arterioscle- 
rosis, but not vasculitis. On Jan 24, 1976, an 
acute, red, tender, swollen, right pinna 
developed, and six days later some inflam- 
mation of the left pinna occurred. A biopsy 
specimen of auricular cartilage was taken, 
which revealed acute chondritis. Direct 
immunofluorescence disclosed deposition 
of IgG around and in the chondrocytes. The 
patient was started on a regimen of 100 mg 
of dapsone twice a day, and in two weeks 
his ears cleared. He has remained asympto- 
matic to date on a regimen of 200 mg of 
dapsone daily. 

Case 5.—A 65-year-old man was first 
seen at the Marshfield Clinic on June 30, 
1973 for evaluation of recurrent headaches 
associated with simultaneous conjunctivi- 
tis, pain, and photophobia of three years’ 
duration. Two months prior to this visit, he 
noted acute pain and swelling of his left 
ear, which resolved spontaneously, and, at 
the time of evaluation, similar symptoms 
had developed in the right ear. He also 
complained of nonradiating pain and stiff- 
ness in his neck, which was accentuated by 
movement. Positive physical findings were 
limited to a red, edematous, tender pinna 
of the right ear, as well as conjunctivitis 
and iritis of the left eye. A CBC showed a 
WBC count of 9,500/cu mm; ESR was 
elevated; rheumatoid factor was positive at 
1:320; and LE preparation was negative. 


Relapsing Polychondritis—Ridgway y s 





"97 ee ee a A "eo PRIVAT S VE : 
Sinus x-ray films were normal, and a cervi- - 


, 


EX. 


€*|j à 


` swollen, 


cal spine series suggested degenerative 
joint disease. A biopsy specimen of the 
right pinna was consistent with early 
relapsing polychondritis, and direct immu- 
nofluorescence showed a weakly positive 
deposition of IgG around the chondrocytes. 
Systemic prednisone therapy resulted in 
remission of his symptoms. The inflamed, 
cartilaginous ear returned to 
normal subsequent to the initiation of 
systemic prednisone therapy. The predni- 
sone dose was gradually tapered and was 
discontinued in November 1973. 

On Dec 9, 1973, he was hospitalized for 
hemoptysis and severe neck pain. Physical 
examination showed a febrile, dyspneic 
man in moderate distress, coughing up 
gross blood. Temperature was 39.4 °C; eye, 
ear, nose, and throat examination results 
were completely normal; and auscultation 
of the chest showed scattered wheezes and 
rhonchi. The remainder of the examination 
results were within normal limits. Abnor- 
mal laboratory findings included a WBC 
count of 18,700/cu mm, with a left shift; a 
hemoglobin level of 12 g/dl; and an ESR of 
106. Chest x-ray film revealed a bilateral 
diffuse nodular infiltrate. Results of 
appropriate studies failed to demonstrate 
an infectious or neoplastic process. Because 
of deteriorating condition and increased 
pulmonary infiltrate seen on chest x-ray 
film, an open-lung biopsy was performed 
on Dec 19, 1973. The specimen showed focal 
interstitial fibrosis and chronic inflamma- 
tion consistent with a diagnosis of Caplan’s 
syndrome (rheumatoid lung). Postopera- 
tive course was uncomplicated, and the 
patient was discharged on a regimen of 30 
mg of prednisone daily. The dose was 
gradually decreased. On Aug 19, 1975, he 
was seen because of back, left shoulder, 
and left ankle pain. Physical examination 
revealed only tenderness to palpation and 
decreased range of motion. There was no 
apparent clinical inflammation. Films 
showed no abnormalities. He was started 
on a regimen 20 mg of prednisone daily, 
which entirely relieved his arthritic symp- 
toms. He has continued to do well on a 
regimen of systemic prednisone, other 
than suffering from an occasional flare of 
arthralgias and ocular inflammation, 
which have responded to topical dexameth- 
asone. 


RESULTS 


The course of relapsing polychon- 
dritis is somewhat variable. Patients 
tend to have acute exacerbations in 
the various cartilaginous sites pre- 
viously described. The chronicity of 
relapsing polychondritis, if not 
treated, eventuates in functional de- 
struction and fibrosis of the affected 
structures (Fig 3). The literature indi- 
cates that the major cause of death 
related to relapsing polychondritis is 
respiratory failure.’ 

We have followed our cases for an 
average duration of 3!? years after 
diagnosis (excluding the patient who 
died of cerebral ependymoma). In the 
past, patients have been treated with 


` ? * Arch Dermatol—Vol 115, Jan 1979 


\ 






"T > ee ry 
F = z 


ig ia 
;stemie- corticosteroids for a pro- 
longed time. 


Recently, Barranco et al^ and Mar- 
tin et al’ described successful treat- 
ment of relapsing polychondritis with 
dapsone. The efficacy of dapsone in 
treating this disease is probably 
related to an inhibition of lysosomal 
enzymes as demonstrated by Barran- 
co. Three of the four surviving 
patients have also been well controlled 
with dapsone therapy. The mean 
duration of follow-up for these cases 
has been 19 months (range, eight to 27 
months). The therapeutic response has 
been dramatic with a usual dosage of 
200 mg per day. Dapsone appears to 
be the treatment of choice when one 
considers the problems attendant with 
long-term systemic steroid therapy. 


COMMENT 


Although the exact pathogenesis of 
relapsing polychondritis has not been 
identified, results o? several studies 
strongly suggest an immunologic 
mechanism. Dolan et al; Hughes et 
al" and Rogers et al“ used indirect 
immunofluorescence to support the 
proposed immunologie mechanism (re- 
sults not conclusive). Herman and 
Dennis" were unable to demonstrate 
circulating anticartilage antibodies, 
but were able to show a cell-mediated 
immune process by increased lympho- 
cyte transformation studies. Raja- 
pakse and Bywaters" also demon- 
strated cell-mediated immunity to 
cartilage by lymphocyte transforma- 
tion and macrophage migration inhi- 
bition. 

The frequent association of relaps- 
ing polychondritis and collagen vascu- 
lar or "autoimmune" diseases tends to 
further support the theory of an 
immunologic pathogenesis. Of our 
five cases, case 5 had a diagnosis of 
rheumatoid arthritis, with a rheuma- 
toid lung and a positive rheumatoid 
arthritis factor of 1:320; case 1 had 
thyroid disease, with arrested exoph- 
thalmos and a positive homogeneous 
ANA at 1:160; and two other patients 
had weakly positive ANAs. Three of 
the four cases studied (cases 1, 4, and 
5) showed positive direct immunofluo- 
rescence, with immunoglobulins de- 
posited around chondrocytes—the im- 
portance of which is undetermined. 

Many collagen vascular diseases can 
occasionally occur with symptoms and 
laboratory findings similar to relaps- 
ing polychondritis. Fever, malaise, 
arthralgias, and myalgias in a case of 
anemia, elevated ESR, and leukocyto- 
sis can initially pose a diagnostic prob- 
lem for the clinician until the more 
classic symptoms develop. McAdam et 
al? in a prospective study of 23 cases 
of relapsing polychondritis, found evi- 
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vasculitis in over half the cases. Two 
of the cases had CNS involvement 
with their systemic vasculitis. In one 
of the two cases a sudden VIIth nerve 
paresis with vertigo, hearing loss, and 
seizures developed, all following the 
typical ear involvement seen in relaps- 
ing polychondritis. Autopsy revealed 
diffuse necrotizing vasculitis. 

There is little mention of the neuro- 
logic manifestations of relapsing poly- 
chondritis in the medical literature 
except for audiovestibular dysfunc- 
tion, which was seen in one of our 
cases (case 4). Neurologic symptoms 
that could possibly have been attrib- 
uted to relapsing polychondritis or 
systemic vasculitis were either ini- 
tially present or developed subse- 


quently in four of the five cases in our- 


series. Two patients had rather non- 
specific complaints of headache (cases 
4 and 5). After examination, their 
headaches appeared secondary to a 
toxic disease state and to tension 
(musculoskeletal), respectively. When 
complaints of more specific neurologic 
signs and symptoms (cases 1, 2, 3, and 
5) were examined, we found an 
underlying, unrelated cause. 


Nonproprietary Name and 
Trademark of Drug 


Dapsone— A vlosulfon. 
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Performance of Six Sunscreen 
Formulations on Human Skin 


A Comparison 


Robert M. Sayre, PhD; Edward Marlowe, PhD; Patricia Poh Agin, MS; Gordon J. LeVee, PhD; E. William Rosenberg, MD 


è indoor and outdoor tests were per- 
formed on human volunteers to determine 
the protection offered by six commercially 
available products containing single sun- 
screen ingredients and combinations of 
ingredients. Indoor solar simulator stud- 
ies were performed to determine the 
inherent efficacy of each product, includ- 
ing use of a whirlpool treatment to evalu- 
ate the resistance of each product to wash 
off. The outdoor study included a ten- 
minute swimming period followed by 
sunlight exposure. In all tests, the combi- 
nation of 796 octyl-dimethyl p-aminoben- 
zoic acid ester and 396 oxybenzone was 
substantially more effective in protecting 
against sunburn than any other formula 
tested, including 596 p-aminobenzoic acid 
(PABA). 

(Arch Dermatol 115:46-49, 1979) 


he immediate and cumulative 

effects of sunlight on human skin 
are now well recognized.'^ Changes 
commonly associated with skin "ag- 
ing" have been linked to prolonged 
and accumulated exposure to ultravio- 
let light.‘ This has led not only to an 
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increased awareness of the potentially 
harmful effects of sunlight, but also to 
an increasing number of new sun- 
screen agents and products. As more 
new sunscreen products have been 
introduced, there has been an unfortu- 
nate increase in the number of ways 
to test and evaluate these products. 
All these problems, together with the 
lack of standardization of testing, 
comparative data, and competitive 
claims, have made the selection of a 
sunscreen product difficult. The pur- 
pose of this study was to compare and 
evaluate several sunscreen products 
currently available and their effec- 
tiveness on human skin by standard 
methods both indoors and outdoors. 


METHODS 


In the first portion of the study, indoor 
tests were conducted using a 2,500-W high- 
intensity xenon arc solar simulator fitted 
with a dichroic mirror to remove visible 
and infrared light and filtered with a 1-mm 
WG-320 filter to shape the ultraviolet-B 
(UVB) portion of the spectrum similar to 
that of natural sunlight.** Daily monitor- 
ing of the instrument was carried out with 
a sunburning ultraviolet meter. The xenon 
are solar simulator has a primary emission 
band at 290 to 390 nm as measured with a 
spectral radiometer, with an average 
output of 200 W/sq m as measured with a 
thermopile and read with a microvolt 
ammeter. Based on these measurements, 
the amount of light in the erythemically 
effective 290- to 320-nm band was 16% of 
the light, and the detectable limit of light 
below 290 nm was less than 0.4%. The 
ultraviolet-A (UVA, 320 to 390 nm) 


accounted for 83.6% of the light. 

Consent was obtained prior to all testing. 
Control exposures (untreated skin) were 
made on each subject to determine the 
minimal erythemal dose (MED). The MED 
is the amount of energy needed to produce 
minimal redness for that individual. Each 
volunteer was placed under the solar simu- 
lator for a series of timed, graded expo- 
sures using no sunscreening product. Five 
exposures, each a 25% increment greater 
than the previous one in a geometrical 
progression, were given simultaneously in 
a series of 1-em squares. The next day, the 
MED on the unprotected skin was deter- 
mined from the series of exposures and the 
test was repeated using one sunscreen 
product applied in a concentration of 2 
ul/sq em to an area of the back measuring 
5 X 10 em. The product was allowed to 
remain on the skin for 15 minutes before 
testing was begun. Twenty-four hours 
later the MED for the protected skin was 
read and a sun protection factor (SPF) 
calculated. The SPF, defined as follows, 
was determined for each product: 


SPF — MED of protected skin/MED 
of unprotected skin 


The results from testing each product sepa- 
rately on 9 to 13 people, types 1, 2, and 3, 
were then averaged to determine its 
protectiveness. The classifieation of skin 
type is as follows: 


Type 1, always burns, never tans 

Type 2, always burns easily, tans 
minimally 

Type 3, burns moderately, tans grad- 
ually 

Type 4, burns minimally, tans well 

Type 5, rarely burns, tans profusely 

Type 6, never burns, deeply pig- 
mented 
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Two typical grid arrangements of sun- 
screen products tested in this study, 
photographed 24 hours after exposure to 
sunlight. 


In the wash-off tests, a ten-minute whirl- 
pool treatment was performed after the 
product had been on the forearm for 15 
minutes. The subjects again received 
graded solar simulator exposures to the 
treated area in a series of l-cm squares. 
They returned for examination 24 hours 
later. This method is basically the same as 
that recently proposed by the Topical 
Analgesic, Antirheumatic, Otic, Burn, Sun- 
burn Treatment and Prevention Over the 
Counter Review Panel of the Food and 
Drug Administration." 

The six different formulas were also 
studied outdoors under controlled field 
conditions on 12 healthy volunteers, male 
and female, 18 to 45 years old, skin types 1 
and 2, who were not receiving any drug 
treatments and who had not used any skin 
preparations for two weeks prior to test- 
ing. Consent was obtained. An application 
of 2 ul/sq em of each product was placed on 
each of two prepared 2.54-cm squares 
previously arranged in grids of 12 squares 
on the subjects’ backs (Figure). Each 
person had two rows of six randomly 
selected applications of the products exam- 
ined. After the application and one-hour 
drying time, ten minutes of indoor swim- 
ming followed. The test areas were then 
exposed to the midday sun until a count of 
1,600 was reached on a sunburning ultra- 
violet meter' that measures the effective- 
ness of UV light in producing skin erythe- 
ma. All tests were performed on the same 
day simultaneously. Previous work had 
shown that 200 to 400 counts were suffi- 
cient to produce a sunburn (1 MED) on 
unprotected skin for type 1 and type 2 
individuals These areas were photo- 
graphed to record the immediate response 
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to sunlight exposure. On the following day 
the delayed erythemal response (sunburn) 
was graded on each subject according to 
the following scale: 


= no reaction 
1 = minimal erythema (barely visible, 
slightly pink) 
2 = mild erythema (pink) 
3 = moderate erythema (bright red) 
4 = severe erythema (bright red with 
vesiculation) 


The areas were then rephotographed. 
After two weeks, the subjects were again 
evaluated to record the presence or absence 
of tanning or persistent erythema in the 
test areas resulting from the exposure. 

The photographs of the sunburns (24- 
hour delayed response) were graded by 
four independent evaluators on a relative 
scale of 1 to 6. A score of 6 indicated the 
greatest observed redness; a score of 1 
represented the least redness. Each row of 
squares was evaluated separately, compar- 
ing all squares in that row relative to one 
another for grading. 

The products tested were 

A. 4% isoamyl-dimethyl p-aminobenzoic 
acid ester (Block-Out Cream Lotion, Sea & 
Ski [Smith-Kline Corp], lot K066) 

B. 3% glyceryl p-aminobenzoic acid es- 
ter, 3% octyl-dimethyl p-aminobenzoic acid 
ester (Eclipse Lotion, Herbert Laborato- 
ries, lot 80113) 

C. 7% octyl-dimethyl p-aminobenzoic 
acid ester, 3% oxybenzone (Improved Super 
Shade Lotion, Schering-Plough, Inc, lot 
PL-254) 

D. 5% PABA (Presun Lotion, Westwood 
Pharmaceuticals, lot K80) 

E. 3.3% octyl-dimethyl p-aminobenzoic 
acid ester (Sundown Sunscreen, Johnson & 
Johnson, lot 6A1003) 

F. 10% 2-hydroxy-4-methoxybenzophe- 
none-5-sulfonie acid (Uval Sunscreen Lo- 
tion, Dorsey Laboratories, lot 5045) 


RESULTS 


The results of the solar simulator 
study are presented in Tables 1 and 2. 
From both the static and the substan- 
tive (resistance to water) efficacy 
data, product C was the most effec- 
tive. Products B and D also performed 
well in the static efficacy tests, rank- 
ing second and third. However, after 
the whirlpool treatment (substantivi- 
ty test) products D (5% PABA) and F 
(10% 2-hydroxy-4-methoxy benzophe- 
none-5-sulfonic acid) have become 
ineffective, probably due to the ease 
of wash-off. 

The results of the outdoor study are 
shown in Table 3. Product C (7% 
octyl-dimethyl p-aminobenzoic acid 
ester, 3% oxybenzone) provided more 
protection from sunburn than any 
other product containing either a 
single active ingredient or a combina- 
tion of ingredients. Product E (3.3% 
octyl-dimethyl p-aminobenzoic acid) 
and product A (4% isoamyl-dimethyl 
p-aminobenzoic acid) also provided a 


* 


high degree of protection after swim- 
ming, although less than the product C 
formula. It is interesting that the 5% 
PABA product again did not perform 
well after exposure to water, despite 
previous reports of the substantivity 
of PABA in ethanolic solutions.” °? 
Static outdoor tests were not per- 
formed due to the greatly extended 
time periods needed to obtain suffi- 
cient counts when testing such highly 
effective sunscreens outdoors. 

The four independent examiners, 
working from the color photographs 
taken 24 hours after the exposure, 
submitted the data presented in Table 
4. The relative redness was rated on a 
1 to 6 scale. This method of evaluation 
resulted in the same relative ranking 
of products as was found from the 
mean erythemal score method re- 
ported in Table 3, the data obtained 
from the direct visual grading. It 
appears that the photographic method 
is useful in eliminating any subjective 
prejudice in judging the skin itself, 
while permitting a larger group of 
examiners to participate. Comparing 
indoor and outdoor substantivity test- 
ing involving not only two different 
grading systems but also two differ- 
ent water exposure methods presents 
some questions of correlation. We 
have proposed a model equation that 
will correlate the indoor and outdoor 
data. Since the degree of outdoor 
controlled sunburn observed in this 
study was graded 3.17 (Table 3) and 
the degree of sunburn is inversely 
proportional to the product protective- 
ness, the equation can be shown as: 


l/indoor substantive SPF x 3.17 
— predicted outdoor erythemal score 


The results of such an analysis, Table 
5, show the indoor/outdoor compari- 
son by this method. By least-squares 
analysis, a correlation coefficient of 
97715 was obtained, which was statisti- 
cally highly significant. 

One interesting observation made 
in the current study resulted from the 
examination of the treated areas two 
weeks after the outdoor exposure. At 
this time, six people who had devel- 
oped marked erythema at 24 hours 
still showed redness in the areas 
that had been treated with produet F 
(10% 2-hydroxy-4-methoxy benzophe- 
none-5-sulfonie acid) Two subjects 
were still red after using 5% PABA 
(product D). The same six subjects 
also had 11 control (untreated) areas 
that showed persistent erythema. No 
noticeable peeling of these areas was 
observed, although it may have 
occurred without being detected dur- 
ing the two-week period. The products 
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Table 1.—Sun Protective Factors 
(SPF) Using the Solar Simulator 


No. of 
Product Volunteers Static SPF* 


C 11 17.41 + 3.17 


11 13.03 + 4.09 


8.20 — 2.69 
8.13 + 2.52 
6.70 + 1.65 


*Static SPF plus standard deviation is shown 
above. At 9596 confidence level, product C is 
significantly different from products B, D, F, A, 
and E. Products B and D are not significantly 
different from each other, but are different from 
F, A, and E. Products F, A, and E are not 
significantly different from each other. 








Table 2.—Sun Protective Factors 
(SPF) Determined After Exposure 
to Water Using the Solar Simulator 










No. of Substantive 
Product Volunteers SPF* 


C 13 8.03 + 0.64 
E 12 4.72 + 1.90 


A 11 4.50 + 0.83 


B 11 2.80 + 0.77 
F 9 1.17 + 0.33 
D 10 1.04 + 0.18 
*Substantive SPFs were determined after a 
ten-minute whirlpool treatment. The SPF for 
each product with its standard deviation is 
shown above. At 95% confidence level, product 
C is significantly different from products B, D, F, 
A, and E. Products B and D are not significantly 
different from each other, but are different from 
F, A, and E. Products F, A, and E are not 
significantly different from each other. 







that were most protective (C, E, and 
A) had allowed almost no tanning, 
while use of the others (B, F, and D) 
resulted in quite visible tanning two 
weeks after the exposure. 


COMMENT 


In substantivity studies, the vehicle 
or carrier is a major factor in deter- 
mining how well the active sunscreen 
ingredient will stay on the skin after 
immersion in water. Several previous 
discussions of vehicle properties have 
confirmed that they play a large part 
in both interacting with the skin and 
in resisting the effects of water." 
Although 5% PABA in alcohol has 
always performed well in static usage 
situations, it appears to be less effec- 
tive than many cream-based formulas 
when swimming, sweating, or exercis- 
ing is a factor.’ In a recent compara- 
tive study, Kaidbey and Kligman' 
included 5% PABA in several vehicles. 
They found that 5% PABA in a 
“eream alcoholic lotion" provided su- 
perior protection to the 5% PABA in 
alcohol. 
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Table 3.—Degree of Delayed 
Erythemal Response After 
Sunscreen Application, Swimming, 
and Exposure to Sunlight 


Table 4.—Ranking of Products 
in Outdoor Test* 


Mean Relative Relative 
Product Redness Protection 


C 1.34 + 0.74 1st 


Mean 
Product Erythemal Score* 


C 0.23 + 0.33 


0.50 + 0.49 


2.19 + 0.72 
2.89 + 0.79 
3.58 + 0.76 
5.23 + 0.42 
5.50 + 0.51 
Control 5.64 + 0.48 





“Products tested were ranked in order of 
Control protectiveness. Mean relative redness and stan- 
(no protection) 3.17 + 0.70 dard deviations are given above. Relative degree 
of redness was graded on a scale of 1 to 6. 
Statistical analysis showed that product C was 
significantly more protective than product E (the 
next most protective) and all other products 
tested (P < .05 by paired Student's t test). 


*Mean erythemal score is determined by grad- 
ing delayed response to exposure to UV light on 
scale of 0 to 4. Mean score is calculated from 
data reported from test areas on all 12 volun- 
teers. Statistical analysis showed that product C 
was significantly more protective than product E 
(the next most protective) and all other products 
tested (P < .05 by paired Student's t test). 


Table 5.—Correlation of the Prediction of Outdoor Efficacy From Indoor Sun 
Protective Factors (SPF) vs Actual Values 


Indoor Actual Outdoor Mean Predicted 
Product Substantive SPF Erythemal Score | Erythemal Score* 


8.03 0.23 0.39 


4.72 0.50 0.67 
4.50 0.63 0.70 
2.80 1.10 1.13 
1.17 3.08 E31 





*Predicted outdoor erythemal score — 1/SPF x 3.17. Average outdoor sunburn in this study was 
3.17 for a 1,600 count exposure (Table 3). At 9596 confidence level, predicted and actual outdoor 
values cannot be shown to be statistically different. 


While a whole range of sunscreen- Prevention Over the Counter Products 
containing products is now available ^ Review Panel of the Food and Drug 
commercially, our static efficacy tests Administration has recommended the 
show that only three of those tested ^ adoption of 2 ul/sq cm as a realistic 
can be classed as "very effective" standard for test applications. Our 
blocks of UV light. Of these, only own studies have confirmed that 2 
product C ranks in the 15 to 20 SPF ul/sq em represents very closely the 
classification of ultra protection, as ^ average amount used in normal con- 
designated recently by the Food and sumer applications. 

Drug Administration. Four of the It is clear that each person must 
others that were examined fall into assess his own need for a highly effec- 
the 8 to 15 SPF group. Of the 11 tive sunscreen when pursuing outdoor 
sunscreens in the Kaidbey and Klig- ^ activities based on previous experi- 
man study, six had protective factors ence and his own skin type. The 
exceeding 8 but less than 13, whiletwo persistence of redness on the skin of 
were less than 6. Their study was extremely sun-sensitive people dem- 
completed before the introduction of ^ onstrated in this study confirms that 
produet C to the market, however. there are many individuals with type 

High protective factors for many of 1 skin who never tan regardless of the 
these same formulas have been products they use. As observed in 
reported, but it is important to note Table 4, product C prevented sunburn 
that in these studies a much greater ^ better than any other formula, with 
(and therefore more protective) the redness resulting from products 
amount of sunscreen was applied to A, B, and E being at least twice as 
test areas. Many of these investiga- ^ severe. 
tors applied up to 30 ul/sq cm. The Earlier work from this laboratory 
Topical Analgesic, Antirheumatic, has shown that an individual's inher- 
Otic, Burn, Sunburn Treatment and ent sensitivity to UV radiation is the 
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same in laboratory studies as in 
outdoor field tests, as long as the 
sunlight is monitored adequately." 
The present studies show that the 
outdoor efficacy after swimming can 
be predicted very closely from the 
indoor substantive sun protection fac- 
tor. This is presented in Table 5 for 
the six products tested. It is evident 
from the data that the products that 
performed well outdoors also per- 
formed well indoors (Tables 1 and 2). 
Those products that were removed by 
swimming were also removed by the 
whirlpool bath. These data suggest 
that indoor and outdoor testing should 
give equivalent results, regardless of 
the scoring methods used. The close- 
ness of the ranking of the actual and 
the predicted values denotes the 
potential high correlation of the 
indoor and outdoor testing methods. 
In the preceding article, static 
results only were compared indoors 
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and outdoors using one minimally 
protective sunscreen. Such a study 
done on the very highly protective 
range of sunscreens examined in the 
current article would be impractical to 
perform due to the time involved. The 
effect of heat discussed in the preced- 
ing article, therefore, applies only to 
data obtained from statie testing 
outdoors during which temperature, 
humidity, sweating, and wind would 
play a big part, as indicated by the 
data. 

In the present study, comparison is 
made only of substantive data. The 
relative efficacies of the products 
tested indoors (whirlpool) and out- 
doors (swimming) reported in this 
article indicate that the effect of 
exposure to water results in a 50% to 
85% decrease in effectiveness (Tables 
1 and 2). The small effect of changes 
due to temperature, humidity, and so 
on would not be discernible in these 


References 


er human use. Federal Register 43:38206-38269 
(Aug 25) 1978. 

7. Berger DS: The sunburning ultraviolet 
meter: Design and performance. Photochem 
Photobiol 24:587-593, 1976. 

8. Urbach F, Berger D, Davies R: In Proceed- 
ings of the Third Conference on the Climactic 
Impact Assessment Program. Dept of Transpor- 
tation TSC-OST 74-15. Springfield, Va, National 
Technical Information Service, 1974. 

9. Wolff K, Gschnait F, Honigsmann H, et al: 
Phototesting and dosimetry for photochemother- 
apy. Br J Dermatol 96:1-10, 1977. 

10. Pathak MA, Fitzpatrick TB, Frenk E: Eval- 
uation of topical agents that prevent sunburn. 
N Engl J Med 280:1459-1463, 1969. 

11. Langner A, Kligman AM: Further sun- 
screen studies of amino-benzoic acid. Arch 
Dermatol 105:851-855, 1972. 


tests, suggesting that for substantive 
testing, varying environmental condi- 
tions are no longer considerations. 

Since the development of the solar 
simulator, relatively rapid testing of 
large groups has become possible on a 
year-round basis. We are now capable 
of simulating outdoor conditions very 
closely in indoor tests, with the addi- 
tional advantage of being able to 
control environmental conditions so 
that standardized testing can be done. 
We believe that indoor testing em- 
ploying the whirlpool to simulate 
swimming is a reliable technique for 
comparing and evaluating the actual 
in-use potential of a wide range of 
products fairly. 


Deborah L. Desrochers gave excellent assis- 
tance in this project. Frederick Urbach, MD, 
discussed this work throughout the project and 
did a critical reading of the manuscript. 


12. Cripps DJ, Hegedus S: Protection factor of 
sunscreens to monochromatic radiation. Arch 
Dermatol 109:202-204, 1974. 

13. Willis I, Kligman AM: Evaluation of 
sunscreens by human assay. J Soc Cosm Chem 
20:639-651, 1969. 

14. Willis I, Kligman AM: Amino-benzoic acid 
and its esters. Arch Dermatol 102:405-417, 1970. 

15. Kreps SI, Goldemberg RL: Suntan prepa- 
rations, in Balsam MS, Sagarin E (eds): Cosmet- 
ics: Science and Technology. New York, John 
Wiley & Sons Inc, 1972, vol 1, pp 241-305. 

16. Kaidbey KH, Kligman AM: Laboratory 
methods for appraising the efficacy of sun- 
screens. J Soc Cosm Chem, to be published. 

17. Sayre RM, Desrochers DL, Marlowe E: The 
correlation of indoor solar simulator and natural 
sunlight testing of sunscreen products. Arch 
Dermatol 114:1649-1651, 1978. 


Six Sunscreen Formulations—Sayre et al 49 














Aw Sw rs c 


Li 
[Ji Pe 


Photochemotherapy for Mycosis Fungoides 


A Clinical and Histological Study 


Nicholas J. Lowe, MD, MRCP; Derek J. Cripps, MD; P. A. Dufton, MB, MRCP; C. F. H. Vickers, MD, FRCP 


* Nine patients with stages 2 or 3 myco- 
sis fungoides (MF) and one with Sézary’s 
syndrome were treated with oral methox- 
salen and long-wave ultraviolet light. 
Previous therapy had either failed or 
achieved only partial control. Satisfactory 
clinical control was achieved in all but 
one case. Histological improvement was 
seen in all cases, but complete clearance 
of lymphoid infiltrate was noted mainly in 
epidermal and papillary dermal infiltrates. 
Lower dermal infiltrate remained largely 
unchanged. 

The case of Sézary’s syndrome was 
inadequately controlled with systemic 
prednisone and cyclophosphamide, but 
addition of photochemotherapy improved 
the erythema and pruritus. This shows 
that photochemotherapy may have a 
place in MF treatment both alone and 
perhaps in conjunction with other treat- 
ments. An early relapse occurred on stop- 
ping photochemotherapy in four cases, 
but one patient has had three months' full 
remission. 

(Arch Dermatol 115:50-53, 1979) 


yeosis fungoides (MF) is consid- 
ered to be a malignancy of T 
lymphocytes that selectively affects 
the skin. In most cases the disease is a 
chronic, progressive, and often severe 
cutaneous problem. In the majority 
visceral involvement is not detected, 
and, when it is present, it is usually in 
the later stages of the disease.’ 
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The treatment of MF usually varies 
with the stage of the disease. Often, 
topical corticosteroids and ultraviolet 
light partially control premycotic or 
stage 1 MF. Other topical treatments 
for stages 2 and 3 include corticoste- 
roids, mechlorethamine hydrochlo- 
ride,’ carmustine,' and electron beam 
irradiation.’ 

Results of previous studies with 
photochemotherapy have suggested 
this to be a suitable treatment for 
MF.^ This study confirms photo- 
chemotherapy as an alternative treat- 
ment for stages 2 and 3 MF. It 
attempts to evaluate further the 
histological response and remission 
intervals with this form of treat- 
ment. 


SUBJECTS AND METHODS 


The details of the cases are summarized 
in Table 1. All had a clinical diagnosis of 
MF that had been confirmed by a skin 
biopsy specimen, and all had failed to 
achieve adequate control with a variety of 
previous treatments, the details of which 
are summarized in Table 2. In the nine MF 
cases previous treatment had been stopped 
for two to four weeks before photochemo- 
therapy was started. The patient with 
Sézary’s syndrome had been treated with a 
combination of prednisone, the dose vary- 
ing from 30 to 60 mg daily for 12 months, 
and cyclophosphamide, 50 to 100 mg daily 
for 27 weeks. This failed to control the 
erythema, pruritus, or the numbers of 
circulating Sézary’s cells, and photochemo- 
therapy was added to this regimen. 

Clinical staging followed the classifica- 
tion of Vonderheid et al,’ as follows: stage 
0, pigmentation or poikiloderma; stage 1, 
erythematous patches or plaques with 
minimal infiltration; stage 2, infiltrated 
papules and plaques (plus stage 1); stage 3, 
tumor or nodule formation (plus stages 1 
and 2); stage 4, any of the above plus 


peripheral lymphadenopathy; and stage 5, 
any of the above plus internal lesions. 

The staging was performed by clinical 
examination. Lymphangiography was per- 
formed on nine patients, and lymph node 
biopsy was performed on four patients 
with peripheral lymphadenopathy. Blood 
chemistry studies were carried out before 
and during treatment. All patients had 
skin biopsies done immediately before 
photochemotherapy and after the maxi- 
mum improvement of a lesional site, prior 
to starting maintenance treatment. 

The light sources consisted of either a 48 
vertical tubed lamp or units with 18 or 36 
vertical lamp tubes. All lamps incorporated 
high-output 85-W fluorescent lamp tubes 
(800 to 1,000 mamp) coated with barium 
mesosilicate phosphorus. Lamp energies 
ranged from 6 to 10 mW/sq em, with 
maximum output at approximately 360 nm. 
The lamp energies were measured weekly 
with an ultraviolet-A (UVA) dosimeter. 

The photochemotherapy consisted of oral 
methoxsalen (dose, 0.6 mg/kg) two hours 
before UVA exposure. The initial UVA 
exposures were based on skin type from 
history, as described by Parrish et al.'^ The 
UVA exposures were increased more 
cautiously than with psoralen-ultraviolet-A 
(PUVA) treatment for psoriasis since it 
was noted that the patients had a lower 
threshold of pruritus and erythema re- 
sponse than psoriatic patients. Usually 
UVA radiation was increased by 0.25 
joules/sq em each treatment, unless there 
was erythema or pruritus. No increase was 
allowed until these symptoms cleared. 

Clearance treatments were carried out 
on alternate days. Maintenance treatment 
was carried out as infrequently as possible 
to control the disease. In five cases PUVA 
treatment was temporarily stopped to 
evaluate remission intervals. 


RESULTS 
Staging 


Five patients had stage 2 MF, and 
five had stage 3 MF. Lymphangio- 
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Methox- 
salen 
Dose, mg 


Duration 


Case/Age, of MF, 


yr/Sex yr* 


1/60/M 10 


Previous 
Treatments; 


SP, MH, TS 


Stage of 
MF Before 
PUVA 
Treatmenti 


Stage of 
MF After 
PUVA for 
Treatment 


1 


No. of 


Treatments 


Clearance 


Total Exposure 
Exposure for 
for Mainte- 
Maximum nance, 
Clearance, Joules 
Joules/sq cm /sq cm 


140 


Mainte- 
nance 
Between 
Treatments, 
Days 


40 3 18 11 10 
2/48/M 4 40 SP, X, TS 3 20 13 7 
50 2 18 3 3 


3/54/M 11 
4/49/M 1% 40 
5/67/M 4 40 


EB, TS 
SP, MH, TS 2 
C, SP, TS 28 


ss le 16] =< 


12 
14 


170 

222 2 
81 7 Yo 3 

104% 9 7 


10/49/F 1% 40 TS 


*Mycosis fungoides is MF. 
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Systemic prednisone is SP; mechlorethamine hydrochloride painting is MH; 70 kV of superficial x-radiation is X; electron beam irradiation is EB; 


cyclophosphamide is C; and TS is topical steroids. 


tPsoralen-ultraviolet-A is PUVA. 
§For patient with Sézary's syndrome. 


Table 2.—Histological Details* 


Reticular 
Dermal Lymphoid Cells? 


Epidermal 


Papillary Dermal 
Lymphoid Cells 


Reticular 
Dermal Lymphoid Cellst 





*Key for symbols of histological details is as follows: —, no lymphocytic infiltrate; +, scattered lymphocytic infiltrate; + +, prominent lymphocytic 
infiltrate; and + + +, dense lymphocytic infiltrate. 

yin the upper part of the dermis. 

tin the lower part of the dermis. 


grams were performed in nine cases, 
and results were considered to be 
within normal limits. 

Lymph node biopsies were per- 
formed in four cases where peripheral 
lymph nodes were palpably enlarged. 
No infiltration with MF cells was 
found, the lymph nodes showing only 
a benign inflammatory and lymphoid 
infiltrate. 

Results of peripheral blood smear 
examinations were negative for Séza- 
ry's cells in all cases other than case 5. 
Before PUVA treatment the total 
peripheral WBC count for ease 5 was 
19,800/cu cm. Of these, 78% were 
lymphoid cells, and 5% had the charac- 
teristic cerebriform nucleus of Séza- 
ry’s cell. 


Clinical Assessment 


Nine cases improved substantially 
with photochemotherapy. The pa- 
tients with erythema or stage 2 
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plaque-type MF had the more rapid 
response, although case 3 required a 
higher UVA exposure to maintain 
clearance of the MF. This patient 
tanned more readily and the photopro- 
tection of the melanin may have in- 
hibited the UVA penetration. 

The most troublesome side effects 
were a temporary increase in pruritus 
(five cases) and erythema (four 
cases). 

The overall improvements in stag- 
ing are summarized in Table 1. Photo- 
graphs of case 3 before and after 
treatment are seen in Fig 1. The Séza- 
ry’s syndrome improved, with a clear- 
ance of erythroderma and pruritus 
that was present before PUVA treat- 
ment. In case 9, treatment was intol- 
erable because of excessive pruritus 
and an inability to remain in the UVA 
unit for the required time. (She had 
congestive cardiac failure.) The thera- 
py was therefore abandoned in this 


case after three treatments. The 
patients have been followed up for a 
time span of between six months and 
214 years since starting PUVA thera- 


py. 


Relapse on Stopping 
Photochemotherapy 


In five cases the photochemothera- 
py was stopped after maximum 
improvement of the skin eruption was 
achieved, to evaluate remission inter- 
vals. Relapse was considered to occur 
when new lesions appeared. The inter- 
vals before new lesions developed 
were as follows: case 1, four weeks; 
case 2, two weeks; case 4, 2!» weeks; 
case 6, 2% weeks; and case 8, 13 
weeks. 


Maintenance Photochemotherapy 


The nine successfully controlled 
cases were maintained with PUVA 
treatments as infrequently and at as 
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Fig 1.—Top, Infiltrated plaques of mycosis 


fungoides before  photochemotherapy 
treatment (case 2). Bottom, Good clinical 
improvement of mycosis fungoides after 
photochemotherapy, 170 joules/sq cm, 
and before once-weekly maintenance 
treatment with 40 mg of methoxsalen and 
13 joules of ultraviolet-A (UVA) exposure 
(case 2). 


low a UVA dose as possible, to 
suppress new lesions. In some cases it 
was noted that new lesions reap- 
peared if maintenance treatments 
were postponed (for example, pa- 
tients' vacations). Those patients re- 
ceiving maintenance treatment were 
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Fig 2.—Top, Pretreatment skin biopsy specimen from case 2, showing diffuse infiltrate of 
lymphoreticular and MF cells in upper aspect of dermis. Epidermotropism of lymphoid 
cells is evident. Irregular acanthosis and some parakeratosis are seen (hematoxylin- 
eosin, x 100). Bottom, Posttreatment psoralen-ultraviolet-A biopsy specimen from case 
2 (170 joules/sq cm UVA). Epidermal infiltrate has cleared, epidermis is reduced in 
thickness, and numerous pyknotic cells with clear cytoplasm are visible. Note prominent 
hyperkeratosis. Dermal infiltrate has decreased greatly, but there remain scattered foci 
of lymphoid and MF-like cells in some areas (hematoxylin-eosin, x 100). 


examined regularly to exclude the 
possibility of peripheral lymphade- 
nopathy or hepatosplenomegaly. The 
time that elapsed between PUVA 
treatments is shown in Table 1. 


Histological Assessment 


Pretreatment lesional biopsy speci- 
mens stained with hematoxylin-eosin 
revealed varying degrees of epider- 
motropism of the MF and lymphoid 
cells. In six cases Pautrier's microab- 
scess formation was observed. These 
features may be seen in Fig 2, top. In 
seven cases psoriasiform epidermal 
changes were noted with acanthosis 
and parakeratosis. The dermal infil- 
trate in all pretreatment skin biopsy 
specimens was observed to consist of 


lymphocytes, histiocytes, plasma cells, 
and occasional leukocytes plus MF 
cells. The depth of this dermal infil- 
trate varied, as can be seen from the 
pretreatment data in Table 2. There 
was a good correlation between the 
severity of clinical stage and the 
depth of dermal infiltration. The 
stage 3 patients all had some reticular 
infiltrate in the lower portion of the 
dermis, whereas the infiltrate in the 
stage 2 patients was mainly restricted 
to the papillary and reticular upper 
aspect of the dermis. Figure 2, top is 
from case 2, which was stage 3 MF 
clinically. 

The skin biopsy specimens taken 
after clearance of a previous area of 
MF skin showed the following fea- 
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tures: (1) The epidermis in most cases 


' was reduced in thickness compared 


with pretreatment biopsy specimens. 
(2) Where acanthosis had been present 
before treatment (in seven cases), it 
was reduced. (3) A constant feature 
was a thickened stratum corneum, 
with clearance of the pretreatment 
parakeratosis. (4) In the lower to 
middle aspects of the epidermis, 
numerous prickle cells with shrunken 
pyknotic nuclei and clear cytoplasm 
were noted (Fig 2, bottom). They did 
not, however, have the described eo- 
sinophilie staining of “sunburn” cells, 
and they also were at a deeper level 
than that usually seen with ultravio- 
let-B (290 to 320 nm) irradiated skin. 

The posttreatment dermal histology 


. results showed the following changes: 


(1) in all cases where PUVA treat- 
ment produced a clinieal improve- 
ment, there was virtual clearance of 
the lymphoid and MF cells from the 
papillary dermis; and (2) in cases 1, 2, 
4, 5, and 6, there remained scattered 
lymphoid cells. 

In cases where there was reticular 
dermal infiltration in the upper aspect 
before treatment, it was reduced, but 
not cleared, after PUVA treatment. 
The dermal infiltrate of lymphoid and 
MF cells in the lower portion, when 
present before treatment, was not 
substantially reduced by the treat- 
ment. Figure 2, bottom, shows that 
the PUVA treatment improved, but 
did not completely clear, the dermal 
infiltrate. 


COMMENT 


Though the course of MF may vary, 
all the patients in this study were 
selected because of their established 
stage 2 or 3 MF, which had been 
slowly progressing despite treatment 
prior to photochemotherapy. Nine of 
ten cases were noted to improve both 
clinically and histologically after 
PUVA treatment. This confirms pre- 
vious reports** on the possible value 
of this form of treatment for some 
patients with MF. 

The early relapse of the disease in 
four cases in our series is of interest. 
It possibly suggests that the partial 
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clearing of MF infiltrates by PUVA 
treatment may be a limiting factor 
and that maintenance treatment may 
only partially control the disease. The 
depth of dermal improvement pre- 
sumably is a sign of the depth of 
penetration of the UVA exposure. The 
histological findings differ somewhat 
from a previous report of histological 
clearing of MF in all cases treated 
with PUVA.’ A proliferation of the 
remaining MF cells in the deeper 
portion of the dermis may be the 
reason for the early relapse of MF on 
stopping PUVA treatment. The need, 
therefore, for continued maintenance 
may be one limiting factor of PUVA 
therapy compared with, for example, 
electron beam treatment. It does, 
however, compare favorably with 
therapeutic regimens that use topical 
mechlorethamine in which mainte- 
nance treatment was necessary in 
some cases to maintain a remission of 
MF. 

Case 8, however, remained in full 
remission for 13 weeks. This patient 
had previously had a 20-week remis- 
sion after electron beam therapy, and 
the PUVA treatment had been 
started in the early stages of the 
relapse. There may have been an 
augmentation of both forms of treat- 
ment in this case, which led to longer 
remission of the MF than seen in the 
other three cases. 

The mechanism of action of PUVA 
treatment in clearing lesions of MF is 
not completely understood, but it may 
involve depression of DNA and RNA 
synthesis, as has been shown to occur 
with UVA and methoxsalen therapy 
with Ehrlich’s ascites tumor cells.'' 

In addition, Cripps et al have shown 
that PUVA therapy has a noteworthy 
lymphocytotoxic effect in vitro.'* It is 
likely this also explains a clearance of 
the dermal lymphoid infiltrate. 

In summary, we have described the 
results of successful photochemother- 
apy in eight of nine cases of MF, as 
well as the results of combined cyto- 
toxic photochemotherapy in one case 
of Sézary's syndrome. It is stressed 
that the relapse of MF usually occurs 
quiekly on stopping the treatment in 


most cases and that continuous photo- 
chemotherapy is required to maintain 
remission of the MF. Photochemo- 
therapy would seem to offer an alter- 
native treatment for MF in the early 
stages of the disease. Stage 2 MF 
cleared most successfully. Histological 
clearance of lymphoid infiltrate was 
most obvious in the epidermis and 
papillary dermis. There was little 
histological improvement of the deep- 
er dermal infiltrate. Elderly, infirm, 
or unduly photosensitive patients may 
have diffieulty tolerating the treat- 
ment. 


This study was supported in part by National 
Institutes of Health grant AMO 9995-13. 
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Systemic Lupus Erythematosus 


Association With Psoralen-Ultraviolet-A 


Treatment of Psoriasis 


Steven Eyanson, MD; Mary C. Greist, MD; 


Kenneth D. Brandt, MD; Boyd Skinner, MD 


e Systemic lupus erythematosus (SLE) 
developed in a 23-year-old woman with 
psoriasis during treatment with pso- 
ralen-ultraviolet-A (PUVA). The connec- 
tive tissue disease was characterized by 
an erythematous rash, hair loss, nephritis, 
splenomegaly, seizures, and coma. Se- 
rum antinuclear antibodies were present 
in high titer, and hypocomplementemia 
developed. Antibodies to native or ultra- 
violet-irradiated DNA were not demon- 
strated. While the association of psoriasis 
and lupus may have been fortuitous, the 
temporal relationships suggest that PUVA 
treatment in this case may have been of 
pathogenetic importance in the develop- 
ment of the connective tissue disease. 

(Arch Dermatol 115:54-56, 1979) 


po is a disorder of epidermal 
cell proliferation afflicting 1% to 
3% of the population." Although 
generally not life-threatening, it may 
be a personal tragedy to the patient 
who suffers from its cosmetic disfig- 
urement. Many methods of therapy 
have been used for this disease," with 
variable effectiveness. Recently, pso- 
ralen-ultraviolet-A (PUVA) therapy 
has been widely employed.'^ The 
effectiveness of PUVA treatment in 
psoriasis may be attributed to the 
eovalent binding of photoactivated 
psoralen to purines, with a decreased 
rate of DNA synthesis in the epider- 


Accepted for publication Aug 25, 1978. 

From the Rheumatology Division (Drs Eyan- 
son and Brandt) and the Dermatology Depart- 
ment (Drs Greist and Skinner), Indiana Universi- 
ty School of Medicine, Indianapolis. 

Reprint requests to the Rheumatology Divi- 
sion, Indiana University School of Medicine, 1100 
W Michigan St, Indianapolis, IN 46202 (Dr 
Brandt). 


54 Arch Dermatol—Vol 115, Jan 1979 


mis." Reported adverse affects of 
PUVA have been few, but include sun 
sensitivity and, less commonly, severe 
pruritus, blistering, gastric irritation, 
and true allergy." '^ One case has been 
described where urticaria, angioede- 
ma, and arthritis developed following 
PUVA therapy." This individual had 
hypocomplementemia and soluble im- 
mune complexes in the circulation, but 
did not have a positive serum fluores- 
cent antinuclear antibody test or anti- 
bodies to double-stranded DNA. The 
patient was considered to have a 
systemic lupus erythematosus (SLE)- 
like syndrome. We herein describe a 
case of psoriasis where SLE developed 
while the patient received PUVA 
therapy. 


REPORT OF A CASE 


A 23-year-old woman was hospitalized in 
December 1977 with a four-month history 
of fever, myalgias, hair loss, arthralgias, 
and rash that involved the face, back, and 
shoulders. At age 12 a red eruption with 
silver scales on scalp, eyebrows, and fore- 
arms had developed. In subsequent years 
she saw several dermatologists, all of 
whom concurred with a diagnosis of psoria- 
sis. She was treated at various times with 
topical creams, oral medications, and 
conventional ultraviolet light (UVB). 
Apart from the psoriasis, her health was 
excellent. 

After reading an article in a popular 
magazine discussing PUVA therapy,” the 
patient sought this treatment. In May 1977 
she began the first of 24 treatments, in 
each of which she received 30 mg of 
methoxsalen prior to a 20-minute exposure 
to ultraviolet-A. A complete blood cell 
count and urinalysis prior to the initial 
treatment showed normal findings; lupus 
erythematosus cell or serum fluorescent 
antinuclear antibody tests were not per- 
formed. Within four months her psoriasis 
cleared. In August 1977, despite caution 
from her physician regarding potential 
hazards of extensive sun exposure during 


PUVA therapy, the patient sunned herself 
for about one hour in a bikini. On the 
following day a blotchy, macular rash 
appeared on her cheeks, forehead, back, 
and shoulders, accompanied by fever, 
diffuse muscle aching, and generalized 
joint pain without swelling. Treatment 
with PUVA was immediately halted, and 
betamethasone and betamethasone valer- 
ate were prescribed. The myalgias and 
arthralgias subsided, and the rash faded. 
Fever continued intermittently. In Sep- 
tember 1977, all steroid treatment was 
discontinued. A serum antinuclear anti- 
body test result at that time was positive 
(1:100), with a speckled pattern. Serum C3 
level was 105 mg/dl (normal, 62 to 212). 
Twenty-four-hour urine protein excretion 
was 1.3 g. 

The family history revealed that the 
patient's mother had psoriasis. A nonsan- 
guineous cousin had SLE. 

Between October and December 1977, 
the patient was treated with aspirin and 
acetaminophen. She continued to have 
temperatures as high as 39 ?C, morning 
stiffness, and generalized joint pain. 
Because of her continuing illness, rheuma- 
tologic consultation was sought. 

Physical examination in December 1977 
showed a fair-skinned young woman with 
platinum blonde hair. Her blood pressure 
was 100/70 mm Hg, the pulse rate was 100 
beats per minute, and her temperature was 
38.6 °C. A blotchy erythematous eruption 
was present on the face, forehead, back, 
shoulders, and forearms (Fig 1). In addi- 
tion, numerous erythematous plaques cov- 
ered by thin silvery scales were present 
over the elbows, knees, and scalp. The 
fingernails showed lateral onycholysis. 
There was diffuse thinning of the scalp 
hair. The spleen was palpable below the 
left costal margin. Results of the physical 
examination were otherwise normal. 

Results of laboratory studies showed the 
following values: hemoglobin, 11.3 g/dl; 
hematocrit, 35%; WBC count, 3,200 cells cu 
mm, with 30% bands, 49% polymorphonu- 
clear leukocytes, 9% lymphocytes, 10% 
monocytes, and 2% eosinophils; urinalysis, 
1+ proteinuria with no casts or cells; BUN, 
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Fig 1.—Diffuse, nonscaling erythematous rash on cheeks and forehead. 


11 mg/dl; ESR, (Westergren) 88 mm/hr; 
serum fluorescent antinuclear antibody, 
positive at 1:512 (normal, < 1:32) with a 
homogenous pattern; serum C3, 150 mg/dl 
(normal, 87 to 204); and C4, 24 mg/dl 
(normal, 15 to 34); sheep-cell agglutination 
for rheumatoid factors, negative; and no 
eryoglobulins were detected." 

Binding of native DNA by the patient’s 
serum" in December 1977 was 6.1% 
(normal, < 20). Binding was not increased 
with native DNA, which had been irra- 
diated with ultraviolet-A (21.6 joules, aver- 
age, 1 minimal erythema dose [MErD]) 
ultraviolet-B (0.18 joules, average, 10 
MErD), or ultraviolet-C delivered by a 
germicidal lamp for 14 hours at a distance 
of 60.9 em. 

A renal biopsy specimen showed a mild 
focal increase in mesangium (Fig 2). A 
4-mm punch biopsy specimen from one of 
the scaly plaques on the right elbow 
showed hyperkeratosis, parakeratosis, reg- 
ular acanthosis with suprapapillary thin- 


ning, and a mild chronic perivascular 


inflammatory infiltrate in the dermis, 
consistent with psoriasis (Fig 3). A second 
4-mm punch biopsy specimen of an ery- 
thematous patch on the upper part of the 
back, clinically suggestive of lupus, showed 
slight hyperkeratosis with follicular plug- 
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ging, thinning of the epidermis, and a 
chronie perivascular and periappendageal 
inflammatory infiltrate, consistent with 
lupus erythematosus. Two additional 4-mm 
punch biopsy specimens of skin, taken 
from an erythematous patch on the shoul- 
der that was consistent clinically with 
lupus and from normal, uninvolved, unex- 
posed skin of the buttock, were examined 
immunopathologically by a direct immuno- 
fluorescent technique. Stippled staining 
for C3, but no staining for immunoglobu- 
lin, was seen at the dermoepidermal junc- 
tion in the involved skin. The uninvolved 
skin showed no localization of complement 
or immunoglobulins. 

During the first four hospital days, the 
patient's temperature spiked daily to 39 *C 
or greater. Aspirin, 4.5 g daily, was 
prescribed. The fever rapidly disappeared, 
and the intensity of the macular rash 
diminished. The psoriatic plaques were 
unaltered. The creatinine clearance was 88 
ml/min, and the 24-hour protein excretion 
was 1.5 g. One week later, with the serum 
salicylate level 24 mg/dl, fever and gener- 
alized erythematous macular rash reap- 
peared. Serum C3 and C4 concentrations, 
which had previously been normal, were 
now low (62 and 9 mg/dl, respectively), and 
the titer of serum antinuclear antibody had 





Fig 2.—Renal biopsy specimen, showing 
mild increase in mesangeal matrix (PAS 
original magnification x 150). 





Fig 3.—Biopsy specimen of scaly plaque 
on right elbow, showing hyperkeratosis, 
parakeratosis, regular acanthosis, and 
suprapapillary thinning, consistent with 


psoriasis (hematoxylin-eosin, 
magnification X 150). 


original 


risen to 1:1024. Serum DNA binding 
remained normal. Prednisone, 40 mg daily, 
was prescribed, following which the fever, 
macular rash, and psoriatic lesions rapidly 
disappeared. In February 1978, after the 
dose of prednisone had been gradually 
reduced to 25 mg daily, grand mal seizures 
developed and the patient went into a 
coma. A single cytoid body was noted. The 
CSF contained 40 leukocytes/cu mm, 60% 
of which were lymphocytes. The protein 
concentration was 147 mg/dl. An EEG 
showed diffuse slowing of electrical activi- 
ty. Intravenous methylprednisolone sodi- 
um succinate, 1 g daily for three days, 
phenytoin sodium, and phenobarbitol sodi- 
um were given, following which all neuro- 
logic symptoms resolved. She is currently 
receiving 60 mg of prednisone daily and, 
except for great fatigue, is asymptomatic. 
Results of physical examination are normal 
except for alopecia. 


COMMENT 


The case easily fulfills the Ameri- 
can Rheumatism Association's classi- 
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fication criteria for SLE." The patient 
had a typical facial rash, hair loss, 
photosensitivity, arthralgias with 
pain on joint motion, renal and CNS 
involvement, splenomegaly, and leu- 
kopenia. Serum antinuclear anti- 
bodies were present in high titer, 
and hypocomplementemia developed. 
Kidney and skin biopsy specimens 
were consistent with SLE. 

Neither a lupus erythematosus cell 
test nor a serum fluorescent antinu- 
clear antibody test was performed 
before PUVA treatment. No symp- 
toms or signs of SLE were present, 
however, prior to institution of PUVA 
therapy. Although the association of 
psoriasis and SLE in this case may 
have been coincidental, the appear- 
ance of SLE shortly after the onset of 
PUVA treatment suggests that ul- 
traviolet-A or photoactivated psoralen 
may have played a role in the develop- 
ment of the connective tissue dis- 
ease. 

It is widely held that, in some cases 
of SLE, sunlight may be a precipitat- 
ing factor. Ultraviolet light, which 
constitutes a portion of the spectrum 
of electromagnetic rays present in 
sunlight, causes formation of thymine 
dimers and polymers in skin and 
induces antigenic changes in 
DNA.''" [t has been shown that 
antibodies to  ultraviolet-irradiated 
DNA may cross-react against native 
nonirradiated DNA." The effects of 
ultraviolet radiation, moreover, are 
not confined to DNA, and photochem- 
ieal transformations occur also in 
RNA, cellular proteins, and, possibly, 
in other macromolecules after ultra- 
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violet irradiation. 

In SLE, antibodies to photochemi- 
cally altered DNA and other molecules 
may have pathogenetic importance. 
Many patients with this disorder 
demonstrate deposition of immuno- 
globulins and complement at the 
dermoepidermal junction.'*'* In mice 
immunized with ultraviolet-irradiated 
DNA and subsequently given total- 
body ultraviolet irradiation, skin le- 
sions develop that are histologically 
and immunopathologically similar to 
those of SLE. In the murine model 
there is evidence to suggest that 
thymine dimers and polymers, in- 
duced by ultraviolet irradiation and 
undergoing metabolism via dermal 
blood vessels, react with preexisting 
circulating antibodies and precipitate 
at the dermoepidermal junction in the 
form of immune complexes.'* 1°-1° 

Psoralen, which is an integral com- 
ponent of PUVA therapy, interacts 
with pyrimidine bases in DNA to form 
a compound that, after treatment 
with ultraviolet-A, is immunogenic.” 
Antibody to the irradiated DNA- 
psoralen photoadduct has been shown 
to be highly specific, and it does not 
cross-react with DNA that has been 
structurally altered by heating or 
DNA possessing thymine dimers.” 
Hairless mice treated with PUVA 
showed negative direct immunofluo- 
rescence in skin when tested with 
fluorescent antiserum to ultraviolet- 
denatured DNA, while mice treated 
with germicidal ultraviolet light 
showed localization of the antiserum 
in the dermis.*' Other drugs that may 
induce lupus-like illnesses, eg, pro- 
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caineamide hydrochloride, hydrala- 
zine hydrochloride, isoniazid, also in- 
teract with DNA and alter its anti- 
genicity.™ = 

The skin biopsy specimen from our 
patient, which was obtained after 
institution of prednisone treatment, 
when the rash was rapidly fading, 
showed deposits of C3, but not of 
immunoglobulins, at the dermoepider- 
mal junction. Since antibodies to 
native or to ultraviolet-irradiated 
DNA were not detected in the 
patient's serum, it is possible that 
undetected immune complexes involv- 
ing other photochemically altered an- 
tigens, or an ultraviolet-irradiated 
DNA-psoralen adduct, may have been 
present. 

The prevalence of positive serum 
antinuclear antibody test results after 
PUVA therapy is unknown. On the 
basis of the above data, it seems 
reasonable to expect that in some 
patients with psoriasis treated with 
PUVA antibodies to DNA or other 
cellular constituents may develop. 
This report underscores the impor- 
tance of screening patients under 
consideration for PUVA therapy for 
symptoms of SLE. It may be prudent 
to include an antinuclear antibody 
test among the baseline studies per- 
formed prior to PUVA treatment. 
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Cutaneous Lupus Erythematosus 


Clinical, Laboratory, and Genetic Studies 


Stanley B. Levy, MD; Sheldon R. Pinnell, MD; Linville Meadows; 
Ralph Snyderman, MD; Frances E. Ward, PhD 


e Selective congenital deficiency in the 
second component of complement has 
been described in association wtih lupus 
erythematosus (LE) and other connective 
tissue disorders. We identified a 59-year- 
old woman with a 13-year history of cuta- 
neous LE and no detectable serum C2. 
The patient's photosensitivity, large poly- 
cyclic erosive cutaneous lesions, lack of 
renal disease, paucity of serological find- 
ings, and high incidence of bacterial 
infection is consistent with previously 
described patients with this association. 
Uniquely, the patient demonstrated sec- 
ondary infection with Staphylococcus au- 
reus and Trichophyton rubrum in the skin 
lesions themselves. Immunologic studies 
disclosed depression in both humoral and 
cellular immunity. Moderation in her clini- 
cal disease and immunologic measure- 
ments has been observed after treatment 
with levamisole hydrochloride. Immuno- 
genetic studies of the patient's four- 
generation kindred was consistent with an 
autosomal recessive inheritance of C2 
deficiency genetically linked to HLA, 
segregating with the B18 allele. Mixed 
lymphocyte culture determinations rein- 
force evidence for linkage between the 
HLA-D locus and the trait for C2 deficien- 
cy. 

(Arch Dermatol 115:57-61, 1979) 


he inherited absence of individual 
complement components has re- 
ceived increasing attention in the 
medical literature in recent years. 
Deficiencies have now been described 
in each of the first eight components 
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in a wide variety of clinical settings.’ 
By far, the most frequently found 
deficiency is in the second component 
of complement (C2). Although com- 
plete absence of C2 has been noted in 
healthy individuals? many reports 
described an association of this condi- 
tion with illnesses that have the 
features of connective tissue disease: 
specifically, anaphylactoid purpura, 
vasculitis, dermatomyositis, and 
most frequently an illness resembling 
lupus erythematosus (LE).* The preva- 
lence of C2 deficiency in patients with 
LE appears significantly increased 
when compared with controls.’ Family 
members of these patients may have 
slightly lowered total hemolytic com- 
plement activity and intermediate C2 
levels consistent with a heterozygous 
state and autosomal recessive inheri- 
tance HLA typing of these 
kindreds has indicated that the genes 
controlling C2 deficiency are linked to 
the HLA system. The most frequently 
associated haplotype has been A10, 
B18, although other haplotypes have 
been reported. Recent work with 
mixed lymphocyte cultures has also 
demonstrated linkage with Dw2.'^ 

In this report we present an addi- 
tional patient with C2 deficiency and 
cutaneous disease resembling LE. Of 
particular interest was the finding in 
her skin lesions of pustules infected 
with coagulase-positive Staphylococ- 
cus aureus, unique to our knowledge, 
in LE. Her other clinical and laborato- 
ry findings bear a substantial resem- 
blance to previously reported cases, 
and these are reviewed in an attempt 
to develop a characteristic clinical 
picture that may prove useful in iden- 
tifying these patients. Extensive im- 
munological testing results before and 
during therapy with levamisole hy- 
drochloride are presented. Four gen- 
erations of her family were studied 
for complement levels, HLA geno- 
type, and mixed lymphocyte culture 
reactions. An autosomal recessive 
form of inheritance of the C2 deficien- 
cy was demonstrated with linkage to 
the HLA complex. 


REPORT OF A CASE 


A 59-year-old woman was admitted to 
the Duke University Medical Center in 
April 1975 because of an exacerbation of 
what had previously been diagnosed as LE. 
Twelve years previously, a skin eruption 
had developed on the right extensor 
surface of the patient’s arm and on her 
chin following sun exposure. Skin biopsy at 
that time is said to have demonstrated the 
typical histologic changes of discoid LE, 
and she was treated topically with steroids. 
For the next ten years the patient had 
similar recurring lesions in sun-exposed 
areas, worse in the summertime, despite 
the use of sunscreens. Intermittent courses 
of systemically administered steroids were 
given to control her skin eruption. Two 
years prior to admission, the patient was 
hospitalized for an infiltrate in the right 
upper lobe of her lung for which no infec- 
tious etiologic agent could be found. She 
was treated with cephalexin monohydrate 
with clearing of the infiltrate. Shortly 
thereafter, she experienced a flare in her 
skin eruption, which was not controlled 
with hydroxychloroquin. Systemic treat- 
ment was reinstituted with steroids, which 
were continued over the next two years on 
a regular basis. 


The history was important in that the 


patient is said to have had “pneumonia” six 
times since age 13, with two episodes 
requiring long periods of bed rest during 
her teenage years. There was no family 
history of connective tissue disease. Re- 
view of systems was unremarkable, except 
for occasional arthralgias in her small 
joints associated with morning stiffness. 


Physical Examination 


Physical examination showed multiple, 
well-demarcated, violaceous plaques over 
the arms, upper portion of the trunk, neck, 
and face. Follicular plugging, telangiecta- 
sia, and advancing, serpiginous, erosive, 
and crusted borders were noted in the 
lesions (Fig 1) Many of the lesions 
contained isolated and grouped discrete 
pustules, some in the advancing margins of 
the lesions. Atrophic hyperpigmented and 
hypopigmented residual patches were 
present in nearby areas. The mucous 
membranes were normal. 


Laboratory Examination 


Laboratory examination showed a nor- 
mal complete blood cell count, sedimenta- 
tion rate, SGOT level, alkaline phosphatase 
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Fig 1.—Large polycylic plaques in sun-exposed areas. Advancing serpiginous borders 
are eroded and studded with pustules. 


58 


l 2 
propositus 


1 D» 
i N 
C. M 


N 





e BI8 HLA-A haplotype 


Dx] not studied 


C2 LEVELS N normal 
4 half - normal 


W absent 


Fig 2.—Family pedigree. 
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concentration, bilirubin level, calcium con- 


ry 


centration, phosphorus level, BUN value, , 


creatinine concentration, urinalysis re- 
sults, and creatinine clearance. Total 
protein was 6.9 g/dl, with albumin 4.2 g/dl. 
Twenty-four-hour urine collections dis- 
closed no detectable protein. An LE cell 
preparation showed negative results, as did 
studies for fluorescent antinuclear anti- 
bodies, DNA antibodies," and rheumatoid 
factor. Assay for total hemolytic comple- 
ment was less than 6 units/ml (normal, 37 
to 55). Quantitative immunoglobulins 
showed depressed IgG concentration at 490 
mg/dl (normal, 600 to 1,600) and slightly 
depressed IgM concentration, 35 mg/dl 
(normal, 37 to 154), with normal levels of 
IgE and IgD. On multiple occasions, coagu- 
lase-positive S aureus grew from cultures 
of the skin pustules, which were resistant 
to penicillin. Potassium hydroxide prepara- 
tions and fungal cultures were negative. 


Treatment 


The patient was treated topically with 
steroids under occlusion, sunscreens, pred- 
nisone (50 mg orally every other day), 
quinacrine hydrochloride (100 mg orally 
every day), and a two-week course of 
erythromycin (250 mg orally four times 
daily). Several months later, increasing 
difficulty in controlling her extremely 
tender skin lesions and new lesions on the 
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palms,.legs, and areas of the trunk not 
exposed to the sun necessitated increasing 
her prednisone dosage to 30 mg every day. 
Repeated attempts to lower this dose were 
unsuccessful. In December 1975, levamisole 
(150 mg orally every day for three consecu- 
tive days every two weeks) was added to 
her treatment. Over the next six months, 
her prednisone dosage was slowly tapered 
to 15 mg every other day with good control 
of her eruption. 

One substantial flare occurred in May 
1976, associated with the formation of 
numerous pustular lesions as described 
above. Coagulase-positive S aureus again 
was cultured, and the flare was controlled 
with dicloxacillin (250 mg orally four times 
daily). 

Recently, direct smears of pustular 
lesions in the scalp and scaling lesions in 
the groin have contained branching hyphal 
forms. Trichophyton rubrum grew from 
culture on Sabouraud’s medium. Treat- 
ment with topically applied miconazole 
nitrate and systemically administered gri- 
seofulvin has been only moderately helpful 
in reducing the activity of these skin 
lesions. 


Skin Biopsies 


Skin punch biopsy specimens of active, 
nonpustular skin lesions demonstrated 
hyperkeratosis, an atrophic epidermis with 
liquefactive degeneration of the basal cell 
layer, and a dense perivascular lymphocy- 
tic infiltrate. Biopsy specimens of pustular 
lesions demonstrated polymorphonuclear 
leukocytes (PMN) spilling from the dermis 
under a necrotic epithelium, in addition to 
the changes listed above. In some areas a 
regenerating epithelium was noted with 
liquefactive degeneration of the basal cell 
layer at the periphery and hyperkeratosis. 
Special bacterial stains demonstrated 
Gram-positive cocci in pairs, clumps, and 
chains. Direct immunofluorescent studies 
of involved, uninvolved sun-exposed (dor- 
sum of wrist), and uninvolved (buttocks) 
skin failed to detect deposition of IgG, 
IgM, IgA, C1Q, C4, C3, or properidin. Elec- 
tron microscopic examination of tissue 
obtained from these same areas failed to 
demonstrate tubuloreticular structures or 
virus-like particles. 


IMMUNOLOGIC STUDIES: 
MATERIAL AND METHODS 
Skin Testing 


Standard solutions of antigens including 
streptokinase/streptodornase (SK/SD), 
Candida, undiluted mumps, histoplasmin 
1,100, coccidioidin 1:1,000, oidiomycin, and 
intermediate strength PPD were injected 
intradermally in the forearm, and re- 
sponses were observed at 24, 48, and 72 
hours. They were placed after materials 
from the other immunological studies were 
colleeted. Sensitization to dinitrochloroben- 
zene (DNCB) was carried out by standard 
techniques." Repeat testing represented 
an attempt to resensitize the patient. 


Complement Assays 


Whole complement was measured as 
hemolytic activity for sheep erythrocytes 
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(E) by the method of Rapp and Borson." 
Sheep E sensitized with rabbit anti-sheep 
hemolysin (EA) were incubated at 37 °C 
with dilutions of individual serum, and the 
percent of hemolysis determined spectro- 
photometrically at 541 nm. Whole comple- 
ment titers are the reciprocal of that dilu- 
tion that lyses 50% of the sheep EA. 

C2 was also assayed by the method of 
Rapp and Borson.'' Sheep E bearing opti- 
mal amounts of antibody, Cl, and C4 were 
prepared and incubated at 30 °C with 
dilutions of individual serum. Guinea pig 
serum containing edetic acid was then 
added as a source of C3 through C9 and the 
reaction continued at 37 °C for another 
hour. 

Factor B of the alternative pathway was 
measured by immunodiffusion": with anti- 
factor B antibody. 


Polymorphonuclear 
Leukocyte Chemotaxis 


Chemotaxis of polymorphonuclear leuko- 
cytes (PMNs) was measured by the meth- 
od of Snyderman and Mergenhagen." 
Polymorphonuclear leukocytes were sepa- 
rated from heparinized blood by sedimen- 
tation with 3% dextran-in-saline, the 
erythrocytes removed by hypotonic lysis 
(0.2% sodium chloride for 20 seconds), and 
the cells washed once in Gey’s balanced salt 
solution with 2% bovine serum albumin and 
resuspended at 3.3 x 10° PMNs/ml. Four- 
tenths milliliter of cell suspension was 
placed in the upper compartment of a 
modified Boyden chamber. A 5.0-y nitrocel- 
lulose filter separated the cells from the 
chemotactic stimulus, human serum acti- 
vated with endotoxin. After a three-hour 
incubation at 37 °C, the filters were 
stained with hematoxylin and cleared in 
xylene. Chemotaxis was quantified as the 
average number of cells migrating to the 
bottom of the filter in ten high-power 
fields (x 600). Each test was performed in 
triplicate on one day. 


Mononuclear Leukocyte Chemotaxis 


Mononuclear leukocyte chemotaxis was 
studied by methods described previous- 
ly.'*"* Monocytes were obtained by Ficoll- 
Hypaque separation of whole blood, then 
washed twice in isotonic phosphate buf- 
fered saline (pH 7.0) containing 0.1% gela- 
tin, and resuspended (1.5 x 10° monocytes 
per milliliter) in plasma-free Roswell Park 
Memorial Institute (RPMI) 1640, pH 7.0. 
Four-tenths milliliter of the cell suspension 
was placed in the upper compartment of a 
modified Boyden chamber. A 5.0-u polycar- 
bonate filter separated the cells from the 
chemotactic stimulus, which was placed in 
the bottom of the chamber. In these exper- 
iments, the stimulus was a chemotactic 
lymphokine termed LDCF (lymphocyte- 
derived chemotactic factor) obtained from 
the supernatants of concanavalin A-stimu- 
lated human lymphocyte cultures." After a 
90-minute incubation at 37 °C, the filters 
were removed, stained with hematoxylin, 
and the number of monocytes migrating 
completely through the filter determined 
for 20 oil immersion fields (1,500 x) 
through the use of an eyepiece grid. 
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All tests were done in triplicate on one 


day. 
Lymphocyte Transformation 


Lymphocytes were separated from 
whole heparinized blood on Ficoll-Hypaque 
density gradients and washed twice in 
plasma-free RPMI 1640 supplemented with 
bicarbonate, L-glutamine, and antibiotics, 
pH 7.2. The cells were resuspended 
(1.0 x 10° mononuclear leukocytes per mil- 
liliter) in the presence of 10% heat-inacti- 
vated (30 minutes at 56 °C) autologous 
plasma, and 0.2 ml of cell suspension per 
well was placed in flat-bottomed tissue 
culture plates. Antigens or mitogens were 
added to appropriate wells in a 20-yl 
volume. Cultures were incubated in a 
humid atmosphere of 5% carbon dioxide, 
95% air, and were pulsed with 2 uCi of 
tritiated thymidine per well 18 hours prior 
to harvest. Cultures were terminated by 
freezing at —70 °C, thawed, and then 
harvested onto glass-fiber filters in a 
semiautomatic harvester, washed thor- 
oughly with normal saline, then with 50% 
ethyl alcohol, dried, and the uptake of 
radioactivity determined by liquid scintil- 
lation counting. Responses were measured 
to concanavalin A, phytohemagglutinin, 
and a battery of seven skin test antigens. 


Production of 
Chemotactic Lymphokine 


Cultures for lymphokine production 
were identical to transformation cultures, 
except that the medium was not supple- 
mented with plasma. Responses were 
measured to concanavalin A and SK/SD. 
Supernatants from these cultures were 
collected at 48 hours and tested for chemo- 
tactic activity for normal human mono- 
cytes in miniaturized Boyden chambers by 
methods described previously." 


HLA Typing and Mixed 
Lymphocyte Culture Reactions 


Lymphocytes from the patient and 12 
family members were tested for HLA-A 
and HLA-B locus specificities using the 
two-stage lymphocytotoxicity method of 
Amos et al.'* On seven separate occasions, 
lymphocytes from the patient were tested 
in mixed lymphocyte culture (MLR) with 
lymphocytes from one or more family 
members using the micro-MLR method.” 
In each experiment, up to six unrelated 
individuals were included as controls. 
Lymphocytes from the patient, her mother, 
and sister were typed for HLA-D specifici- 
ties using homozygous typing reference 
cells. 


RESULTS 


Specific hemolytic assay for the 
second component of complement in 
the propositus’s serum showed barely 
detectable levels. Addition of purified 
C2 to her serum fully restored comple- 
ment activity. When the patient’s C2- 
deficient serum was added to normal 
serum, no alteration in the normal 
serum complement was detected, indi- 
cating that no inhibitor for C2 activity 
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P: Table EEST E a da) Before and After tivity with initial onset of skin lesions ^ 
4 qp Ata in sun-exposed areas has been noted 
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regularly, but the age of onset has 
ranged widely. Histories indicate an 


Normal 
Range 


Levamisole Treatment 
June 1976 


15 mg every other 


Pre-Levamisole 
September 1975 


Prednisone dosage 30 mg/day, 


Qu t NIE 
, SANAT am 





orally 
Negative 
Anergic 


Sensitization to DNCB 
Battery of skin tests 
Lymphocyte 
transformation* 
Phytohemagglutinin 
Concanavalin A 
Antigens, No. posi- 
tive 
Chemotactic lymphokine 
production 
Monocyte chemotactic 
response 
PMN chemotactic 
response 


94.4 
159.4 
4 of 7 


14.67 
45.27 


57.6 


day, orally 
Negative 
Anergic 


145.6 
152.4 
3 of 7 

51.7 61+ 18 
78.9 74 + 8i 


Not done 50-658 





*Values are expressed as counts per minute x 10 *. 


TAbnormal responses (P < .05). 


{Normal controls tested on the day studies were performed were 71.9 and 69.9, respectively. 
§No normal range established for PMN chemotaxis; normal range represents the values for three 


normal controls tested on the same day. 


Table 2.—Association Between HLA and C2 Deficiency in the Family Studied 


Individual 
ll-1 proband 


Age, Y 


HLA-A,B,D Genotype 
A2,B18,Dw2/A25,B18,Dw2 


=— ile 


l-1 A2,B18,Dw2/A11,B5,Dw2 
Il-2 A2,B18,Dw2/Aw32,B40,Dw2 
I-1 A2,B18,Dw2/Aw24,Bw39,ND$ 


Il-21 


Ill-3 
I-41 
Ill-5 
IIl-6 


Aw24,Bw39,ND/A25,B18,Dw2 
A1,B8,ND/A28,Bw44,ND 
Aw24,Bw39,ND /A25,B18,Dw2 
Aw32,Bw44,ND/A1,B17,ND 
A2,B7,ND/A25,B18,Dw2 


A2,Bw21,ND/A28,B5,ND 
A1,B8,ND/A25,B18,Dw2 


i 
IV-3 
*Normal: 37 to 52 CH50 units/ml. 


TNormal: 1,200 to 2,200 units/ml. 
tidentical twins. 


Aw24,Bw39,ND/A1,B17,ND 
A2,Bw21,ND/A25,B18,Dw2 





unusual frequency of a.wide variety of 
systemic infections prior to the onset 
of the cutaneous lesions. Arthralgias 
without arthritis are mentioned con- 
sistently. There appears to be a low 
incidence of renal disease, antinuclear 
antibodies, and positive LE-cell prepa- 
rations. Immunoglobulin and comple- 
ment deposits are usually not found at 
the dermal-epidermal junction of in- 
volved skin. 

The lack of an inhibitor protein in 
our patient’s serum is consistent with 
the observation that monocytes from 
three homozygous C2-deficient indi- 
viduals synthesized no detectable C2 
in vitro." These patients appear to 
have a specific defect in biosynthesis 
of C2. Although significantly lowered 
factor B levels have been reported in 
C2-deficient patients,’ our patient had 
normal levels. 

An overall moderation in disease 
activity was observed in our patient 
after levamisole therapy. Levamisole, 
first introduced as a broad-spectrum 
anthelmintic, is an immunotherapeu- 
tic compound that seems to restore to 
normal the functions of phagocytes 
and T lymphocytes from compromised 
hosts.** Previous attempts to lower her 
prednisone dosage prior to institution 
of therapy with levamisole had failed. 
A favorable response of patients with 
LE to treatment with levamisole has 
been reported.^ Monocyte chemotac- 
tic responsiveness as well as produc- 
tion of chemotactic lymphokine re- 
turned to normal levels with levami- 
sole. This therapy is consistent with 


E guo e not determi studies demonstrating restoration of 
E the above functions with levamisole in 
~. was present. Factor B levels were patient to be heterozygous at the A vitro.**^* Levamisole ordinarily has no 
|. A within normal limits. locus (A2, A25) and homozygous at the effect on serum immunoglobulin lev- 





Table 1 summarizes the patient's 
immunological and clinical status be- 
fore and after several months of 
treatment with levamisole. The pa- 
tient demonstrated deficiency in cell- 
mediated immunity, as manifested by 
her inability to be sensitized to 
DNCB and to react to a standard 
battery of eight skin tests. Depressed 
production of chemotactic lymphokine 
and monocyte chemotaxis returned to 
normal following therapy with levam- 
isole and tapering of systemic admin- 
istration of steroids. Lymphocyte 
transformation and PMN chemotaxis 
were normal. 

Table 2 summarizes HLA and com- 
plement studies of the patient and her 
family (Fig 2). HLA typing for A and 
B locus specificities showed the 
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B locus (B18). Relatives sharing either 
haplotype with the patient (A2, B18 or 
A25, B18) were partially deficient in 
C2. A granddaughter who did not 
inherit either haplotype (IV-2) had 
normal levels of C2. 

Mixed lymphocyte culture  re- 
sponses defining the HLA-D locus in 
this family have been reported else- 
where.** Our studies indicate that the 
patient is probably homozygous for 
Dw2. Relative MLR responses be- 
tween the patient, family members, 
and controls support linkage between 
the D locus and the trait for C2 defi- 
ciency. 


COMMENT 


Patients with C2 deficiency asso- 
ciated with an LE-like illness share 


els and no changes were observed in 
our patient. 

The finding of pustulation and 
secondary infection in the skin lesions 
of cutaneous LE is unique in our expe- 
rience. Moreover, the clinical course of 
our patient seemed to correlate with 
the intensity of her infection, and our 
ability to eontrol her disease was in 
part dependent on our ability to 
control these infections with antibiot- 
ies. It is tempting to ascribe a role to 
the specific lack of C2 in this situation, 
although our patient's defective cell- 
mediated immunity must be consid- 
ered. As noted previously, bacterial 
infections are a prominent part of the 
history in C2 deficiency, but detailed 
immunologic studies have not been 
done on most patients. Our patient 
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would,appear to be the first in whom a 
problem with recurrent cutaneous 
infection is noted specifically. Al- 
though it is known that C2-deficient 
serum can function as an effective 
opsonin against some bacteria," de- 
fects in opsonic activity to S aureus 
have been described.** It is not known 
if our patient's serum contained 
opsonies against S aureus or T 
rubrum. Her PMN chemotaxis was, 
however, normal. 

The association between C2 defi- 
ciency and defective cell-mediated 
immunity in our patient is obscure. 
Abnormal cell-mediated immunity is 
common in systemic LE (SLE) and 
may be part of the pathogenesis of the 
disease,” but association of defective 
cell-mediated immunity in patients 
with C2 deficiency has been noted 
previously only in a patient receiving 
high-dose corticosteroid.” It will now 
be important to study cell-mediated 
immunity in patients with C2 defi- 
ciency without LE. Abnormal mono- 
cyte chemotaxis and the production of 
lymphokine became normal in our 
patient after institution of levamisole 
therapy and tapering of steroids, but 
skin test responsiveness and sensitiza- 
tion to DNCB remained abnormal. 
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Linkage of C2 deficiency to the 
HLA system has been demonstrated 
repeatedly along with an autosomal 
recessive inheritance pattern. Al- 
though other associated haplotypes 
have been reported in C2-deficient 
families, the majority show linkage 
with B18, or Dw2, as in our family. 
This indicates that the locus for C2 
deficiency is in linkage disequilibrium 
with these two alleles (segregates 
away from the A locus and with the B 
and D loci). 

Although no distinctive pattern 
emerges that absolutely can differen- 
tiate C2-deficient patients with LE 
from all patients with LE, some of the 
above-mentioned features may be 
suggestive. Extensive polycyclic ero- 
sive cutaneous lesions in patients with 
a lack of positive serological data or 
systemic disease may be helpful. The 
presence of secondary infection in the 
lesions leads us to propose that this 
may be a useful clue for the clinician, a 
rare finding in most patients with 
cutaneous LE. It should be empha- 


sized that a total hemolytic comple- 


ment determination rather than 
measurement of C3 or C4 levels is 
required for adequate screening of 
these patients. 
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The mechanism by which C2 defi- . 
ciency is associated with LE is not - 
known. Lack of an intact complement 
system, particularly the early compo- 
nents, may lead to failure in fixation 
of immune complexes or of virus 
neutralization. Alternatively, the 
genes determining C2 deficiency 
could be linked to those predisposing 
to LE. It is hoped that further careful 
clinical and laboratory study of 
patients with isolated deficiencies in 
individual complement components 
will deepen our understanding of the 
role of complement in the inflamma- 
tory response and the genesis of 
connective tissue disease. 
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Prolidase Deficiency 


Its Dermatological Manifestations and 


some Additional Biochemieal Studies 
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e Prolidase deficiency occurred in a 
13-year-old girl. Determinations were 
made of prolidase and prolinase activities 
in cultured fibroblasts, and thin layer 
chromatographic studies of skin proli- 
dase were performed. The patient had 
chronic, recurrent ulcers on the legs and 
feet, diffuse telangiectasia, shallow scar- 
like atrophic lesions on the face and arms, 
soft and thin abdominal skin, and prema- 
ture gray hairs. Prolidase in the patient's 
skin fibroblasts was absent. Greatly 
reduced prolidase activity was demon- 
strated in the patient's skin. A review of 
hitherto reported cases of this disease 
showed such skin manifestations as (1) 
skin ulceration or skin fragility with scar 
formation, (2) purpuric lesions, (3) telan- 
giectasia and/or photosensitivity, and (4) 
thickening of the skin with lymphedema. 
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he urinary excretion of large 

amounts of iminodipeptides has 
been associated with somewhat char- 
acteristic clinical features such as 
chronic recurrent infections (otitis 
media, sinusitis), mental retardation, 
splenomegaly, and skin lesions.'* The 
disease has now been confirmed to be 
due to hereditary prolidase deficien- 
cy." We describe here a prolidase- 
deficient girl with chronic recurrent 
leg ulcers and mental retardation. The 
biochemical aspects of this case have 
been reported by Kodama et al’ and 
Umemura" from the Department of 
Biochemistry (Dr S.  Mizuhara), 
Okayama University Medical School. 
The purpose of this article is to pre- 
sent dermatological features of this 
disease and results of some additional 
biochemical studies on prolidase activ- 
ities of the skin and the fibroblasts of 
this case. 


REPORT OF A CASE 


A 13-year-old mentally retarded girl was 
admitted to the hospital because of chronic 


Fig 1.—Slow-healing ulcers on leg and sole of 3-year-old girl. 
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recurrent ulcers on the legs and feet. She 
had first been seen by us when she was 3 
years 8 months old. Since then, the patient 
had been followed up. 

She was born mature and normal after a 
normal pregnancy; her parents were first 
cousins. At the age of 6 months congenital 
dislocation of the hip joint was noticed, 
which had been treated by a splint from 
age 6 to 9 months and from 16 to 19 
months. At the age of 10 months, itching, 
erythematopapular eruptions developed on 
the buttocks and thighs, then over the 
entire body. Atopic dermatitis was diag- 
nosed and she was treated for these ecze- 
matous eruptions up to age 7 years. Her 
parents stated that a chronic, slow-healing 
ulcer appeared spontaneously on a telan- 
giectic lesion of the dorsum of the left foot 
at 19 months of age and that it took four 
months for the ulcer to heal, leaving a scar. 
Since then, the patient had almost never 
been free of ulcers on various portions of 
the legs and feet, including the soles (Fig 
1). Pruritus continued, and the patient 
scratched particularly the legs and dorsa of 
the feet. The excoriation from scratching 
seemed to provoke more ulcers. They 
healed very slowly, leaving scars. New 
lesions continued to develop. A lesion on 





Fig 2.—Grossly deformed foot after healing 
of deep ulcer. 
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Fig 3.—Slight diffuse telangiectasia and small atrophic scar-like lesions on face. 


the right foot was so deep that the tendon 
was exposed and broken by the patient. 
After healing with scar formation, the foot 
was grossly deformed (Fig 2). Uleers devel- 
oped only on the legs and feet, and no other 
part of the skin was involved. The patient 
developed moderate to high fever from 
time to time, due to infection of leg ulcers, 
resulting sometimes in cellulitis. Exposure 
to sunlight had not provoked any visible 
eruption. Family history showed no similar 
disease or mental retardation. 

Physical examination at the present 
admission showed a girl 149.5 cm tall and 
weighing 49.5 kg. Her facial appearance 
was unusual, with hypertelorism, thick lips, 
and thin eyes. Her palate was high-arched. 
Physically, no abnormalities were found in 
the internal organs. Her abdomen was 
relatively protuberant. Routine laboratory 
findings (Table 1) showed no abnormality 
except for a high antistreptolysin O (ASO) 
titer and slightly elevated y-globulin level. 
Total hemolytic complement titer was 
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normal. The bones were normal on roent- 
genographic examination. No neurological 
abnormality was found. Her IQ was 30. 
Urinalysis for protein and glucose was 
normal. Porphyria was excluded. Many 
gray hairs were present on the scalp. Slight 
diffuse telangiectasia and small, shallow, 
brownish, atrophic scar-like lesions were 
seen on the face (Fig 3) and the extensor 
aspects of the arms. In general, these 
eruptions were mixed and appeared mot- 
tled. On the lower portions of both legs and 
feet, scars of various age and degree were 
present with associated pigmentation and 
depigmentation. The feet were deformed 
by contraction scars. Irregular phagedenic 
or serpiginous ulcers were found on both 
extensor and flexor aspects of the legs and 
the dorsa of both feet (Fig 4). The surface 
of the ulcers was granular, with granula- 
tion tissue and purulent discharge. Most 
ulcers were on the cicatricial, brownish- 
pigmented skin. There was no varix. The 
uleers were not painful or tender. The 


Table 1.—Routine Laboratory Studies 








RBC count 478 X 10*/cu mm 
Hemoglobin level 12.8 g/ dl 
WBC count 7,300/ cu mm 
Bands 196 
Segmented 5396 
Eosinophils 196 
Basophils 096 
Monocytes 4% 
Lymphocytes 41% 






Platelet cell count 44.9 X 10*/cu mm 


Serum values 















Calcium 9.6 mg/ dl 
Alkaline 6.9 Bessey-Lowry 
phosphatase units 
SGOT 27 units 
SGPT 4 units 
Total protein 8.1 g/dl 
Albumin 53.396 
Total globulin 46.796 
ai 2.6% 
as 7.496 
B 11.696 
Y 25.1% 
Fasting blood 104 mg/dl 
glucose level 
Urinalysis (protein, Normal 






glucose) 
ASO titer 





1,250 Todd units 








Fig 4.—Irregular phagedenic or serpigi- 
nous ulcers on legs and dorsa of foot. 


pulses of the peripheral arteries were well 
palpable. Biopsy wound of the normal- 
appearing skin healed rapidly in a normal 
way. The skin of the abdominal wall was 
slightly soft and thin, and the outline of the 
underlying tissue was visible (Fig 5). No 
gross abnormality was present in its elas- 
ticity. No striae distensae were seen. Nails 
were normal. The histologic findings of the 
abdominal skin were almost normal, with 
morphologically normal elastic fibers. The 
histologieal examination of a leg ulcer 
showed a nonspecific uleer without any 
primary vascular change. On electron 
microscopy, collagen fibers of the abdomi- 
nal skin were shown to be normal with 
normal periodicity. 

Analysis of the patient’s urine on an 
automatic amino acid analyzer has dis- 
closed massive excretion of iminodipep- 
tides.’ The identified iminodipeptides were 
glutamyl-hydroxyproline (22.01 umoles/dl), 
aspartyl-proline (85.01), glutamyl-proline 
(136.64), leucyl-hydroxyproline (16.01), gly- 
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Fig 5.—Slightly thin and soft abdominal 
. Skin. Outline of underlying tissue is visi- 
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Table 2.—Prolidase and Prolinase 
Activities in Cultured Fibroblasts 








Patient Control 
Prolidase* 0.0 X 103 7.2X10? 
Prolinase* 2.7X10? . 1.6X10? 


* Specific activities: moles of glycine 
produced per milligram of protein per minute. 
t Prolinase activity/ prolidase activity. 


B 
B 


P. 










M. f cyl-proline — (265.79), — threonyl-proline 
— (4892), seryl-proline (41.04), alanyl-proline 
(36.54), valyl-proline (61.95), isoleucyl-pro- 
line (107.06), leucyl-proline (126.68), and 
= phenylalanyl-proline (94.68). 
= . J Prolidase and prolinase activities of the 
. . RBCs and WBCs have been determined.’ 
The patient and her clinically normal sister 
< .. showed no prolidase activity in RBCs and 
—.  WBCs. Their parents had normal prolidase 
activity. Prolinase activity was normal in 
S= the patient, her sister, and parents. 


m 
A Prolidase and Prolinase 
E. Determination of Cultured 
ES Skin Fibroblasts 
E . The patient's fibroblasts were cultured 


— . from the abdominal skin. Control fibro- 
— blasts were from a skin biopsy specimen of 
a 14-year-old boy. Culture was done in a 
. conventional fashion. Cells were used at 
= similar passage number, cell density, and 
—. . time after subculture. The cells were soni- 
= cated at 20 kHz for ten minutes in 1 ml of 
A distilled water. The solution was centri- 
. fuged and the supernatant was used as 

| enzyme solution. It contained 100 yug of 
— . protein in 0.2 ml. Reaction mixture 
=~ contained 0.2 ml of enzyme solution and 0.5 
= ml of substrate solution in 0.1M tris 
buffer-hydrochloric acid (pH 7.4) (5 umoles 
of glveyl-proline for prolidase assay, or 5 
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Fig 6.—Thin layer chromatogram of skin extracts incubated at 37 °C with glycyl-L-proline 


as substrate. 


umoles of prolyl-glycine for prolinase 
assay). Incubation was done for two hours 
at 37 °C. Reaction was terminated by the 
addition of 3 ml of 6.67% trichloroacetic 
acid. After 30 minutes of standing, the 
reaction mixture was centrifuged and the 
supernatant was determined for the 
amount of glycine on an automatic amino 
acid analyzer. The specific activities of 
prolidase and prolinase were expressed in 
terms of micromoles of glycine produced 
per milligram of protein per minute. Table 
2 shows the results obtained. Prolidase was 
absent in the patient’s fibroblasts. Proli- 
nase activity was sufficient in both the 
patient’s and control subject’s fibroblasts. 
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Study of Skin Prolidase on 
Cellulose Thin Layer 
Chromatography 


The patient's skin was obtained at biop- 
sy from the abdominal wall and the control 
skin was taken at surgery from a 26- 
year-old man. Three hundred milligrams of 
skin samples was minced into the smallest 
pieces possible in 0.6 ml of 0.05M tris 
buffer-hydrochloric acid (pH 8.0), and each 
homogenate was centrifuged at 10,000 g 


"for ten minutes. The supernatant was 
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dialyzed against 0.05M tris buffer-hydro- 
chloric acid (pH 8.0) at 4 °C overnight and 
was used as enzyme solution. One hundred 
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Fig 7.—Site of cleavage by prolidase and prolinase: 4-hydroxyproline has —OH at 
asterisk. NH.-R-COOH or NH.-R’-COOH represents an amino acid. 





COLLAGEN — — — DIPEPTIDES 


X-Y 


PROLIDASE 


X-Pro on XHye i. a X+ Pro on Hye 


OTHER DIPEPTIDASES 
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PROLINASE 
| Po-X o H&eX = Pro or Hve + X 


Fig 8.—Collagen degradation and reutilization of proline released. Prolidase deficiency 
results in block at asterisk and should interrupt reutilization of proline (solid circle). X-Pro 
(or -Hyp) indicates iminodipeptide with N-terminal proline (or hydroxyproline), eg, 
glycyl-proline; Pro-X or Hyp-X, iminodipeptide with C-terminal proline or hydroxyproline, 


eg, prolyl-glycine. 


microliters of 10 mM glycyl-L-proline in 
0.05M tris buffer-hydrochloric acid (pH 8.0) 
was added to the 0.6-ml enzyme solution. 
The reaction mixtures were incubated for 
two hours at 37 °C, with constant shaking. 
The reaction was terminated by the addi- 
tion of 50 mg of sulfosalicylic acid.’ After 
standing for 30 minutes, the mixtures were 
centrifuged. Ten microliters of the super- 
natant was spotted on cellulose thin layer 
plates. Each plate was developed in the 
system of phenol-water (75 to 25 w/w). The 
spots were detected by spraying ninhy- 
drin-acetic acid (500 mg ninhydrin, 5 ml 
glacial acetic acid, and 100 ml of n-butyl 
alcohol) Figure 6 shows clearly that the 
patient’s skin gave no spot of glycine in 
contrast to the control skin, and it was 
confirmed that prolidase activity was 
greatly reduced in the patient’s skin. 


COMMENT 


Secondary iminodipeptiduria has 
been reported in an unusual bone 
disorder’ or in severe rickets.’ In 
1968, Goodman et al' described a 
somewhat characteristic syndrome as- 
sociated with massive iminodipeptidu- 
ria that they thought resembled lathy- 
rism. Since their case, clinically and 
biochemically similar cases have been 
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reported by Lapiére and Nusgens 
(1969 and 1973),'"2 Powell et al 
(1974); Jackson et al (1975), John- 
stone et al (1974),'" Faull et al (1976), 
Sheffield et al (1977) Kodama et al 
(1976), and Powell et al (1977). 
Buist et al (1972)? have studied the 
case of Goodman et al and have 
suggested that it is probably a case of 
prolidase deficiency. Powell et al 
were the first to demonstrate directly 
that a prolidase deficiency was repon- 
sible for the disorder. Jackson et al,’ 
Umemura,' Powell et al, and Shef- 
field et al have confirmed prolidase 
deficiency in their cases. This disorder 
has now been recognized as a definite 
disease entity.' Although, in the cases 
of Goodman et al, Lapiére and Nus- 
gens," and Johnstone et al proli- 
dase levels have not been determined, 
the pattern on iminodipeptiduria and 
the clinical features suggest that 
these disorders also were most proba- 
bly caused by prolidase deficiency. 
Dipeptides containing proline or 
hydroxyproline are released predomi- 
nantly during collagen degradation 
(Fig 7). Prolidase and prolinase cleave 
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these  iminodipeptides.^ Prolidase 
(Enzyme Commission [EC] No. 3.4.3.7) 
splits iminodipeptides with C-termi- 
nal proline or hydroxyproline, and 
prolinase (EC No. 3.4.3.6) splits imi- 
nodipeptides with N-terminal proline 
or hydroxyproline (Fig 8). Deficiency 
of prolidase should result in accumula- 
tion and excretion of iminodipeptides 
with C-terminal proline or hydroxy- 
proline’? (Fig 7). 

Our patient excreted massive 
amounts of iminodipeptides in the 
urine,’ and deficiency of prolidase in 
the RBCs and WBCs of this patient 
has been confirmed. Furthermore, 
the present study demonstrated 
greatly reduced prolidase activity in 
the patient’s skin and the absence of 
prolidase in the fibroblasts cultured 
from this patient. 

We focus attention on the dermato- 
logical features of this disorder and 
our comments are based on the above- 
cited seven cases and the one de- 
scribed herein. Table 3 summarizes 
the clinical features of these eight 
cases. Although the dermatological 
descriptions are scanty and insuffi- 
cient in most of the reported cases, all 
are associated with some skin le- 
sions. 

First, there are skin fragility, ulcer- 
ation, and scarring. The patient of 
Goodman et al' had “atrophic and 
broken skin of the lower extremities.” 
“Chronic, recurrent,  slow-healing 
wounds on the legs” were seen in the 
case.of Lapiére and Nusgens." Shef- 
field et al? and Faull et al’ saw "recur- 
rent skin ulceration especially on the 
lower extremities” in their patient. 
Our patient also suffers from recur- 
rent, chronic, slow-healing ulcers with 
phagedenic appearance on the legs 
and feet. Powell et al? described one 
subject with “dry, crusty lesions on 
the face and gluteal areas” and “dry, 
cracked erythematous palms and 
soles.” The second case‘ showed “crops 
of erythematous papular lesions in 
various stages of healing (dry and 
crusted, fresh and bleeding, or pustu- 
lar) over the arms, legs, face, and 
back." The skin lesions of the two 
cases of Powell et al are very similar 
but their nature is difficult to classify 
dermatologically from the descrip- 
tions given. The lesions may be 
explained as one aspect of skin fragil- 
ity. Thus, chronic recurrent ulcers or 
skin fragility seem to be a prominent 
dermatological feature of prolidase 
deficiency. 

Second, purpuric lesions have been 
recorded. The patient of Jackson et al: 
had "multiple eechymoses and a fine 
purpuric rash." Johnstone and co- 
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Sex/ Age, yr/ 
Parents' 
Source Relationship 
Goodman et al M/47/? 
(1968)! 
Buist et al (1972)!5 
Lapiere & Nusgens  F/7/? 
(1969)!! i 
Nusgens & Lapiere 
(1973)? 
Powell et al (1974)? M/7/unrelated 
Johnstone et al M/22/? 
(1974)!? 
Jackson et al F/3/unrelated 
(1975)? 


Powell et al (1977)* F/3yr 7 mo/unrelated 


Sheffield et al M/ 12/first cousins 


(1977)§ 
Faull et al (1976)'* 


Present patient F/ 13/first cousins 


Kodama et al (1976) 
Umemura (1978)® 


workers' only description was "der- 
matological purpura without anoma- 
lous hematology." Since the patient of 
Jackson et al^ had no hematological 
abnormality on routine examination 
either, the purpuric lesions might be 
attributed to capillary fragility. 
Third, photosensitivity and/or tel- 
angiectasia seems to be another sign 
of a prolidase-deficient patient. The 
initial rash of the subject studied by 
Sheffield et al and Faull et al was 
alleged to have been "telangiectasia 
with pruritus and photosensitivity,” 
though the details were unknown. Our 
patient has diffuse telangiectasia and 
shallow scar-like atrophic lesions on 
the exposed areas. She constantly 
scratches the legs, showing that she 
has pruritus. Certainly some similari- 
ties exist between these two cases. 
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Skin Recurrent 
Manifestations Infections 
Atrophic and broken on lower No 
extremities 
Chronic slow-healing leg ? 
wounds 
Dry crusty lesions, face and Otitis media 
gluteal areas; dry, cracked, 
erythematous palms and 
soles 
Dermatological purpura ? 
without anomalous 
hematology 
Multiple ecchymoses, fine Otitis media, 
purpuric rash sinusitis 


Crops of erythematous 
papular lesions, arms, legs, 
face, back (dry and 
cracked, fresh and bleeding, 
pustular) 


Telangiectasia with pruritus, 
photosensitivity; recurrent 
ulceration, arms and legs; 
thickening, pitted with scars 
around mouth and on trunk 
and limbs; nonpitting 
edema, scrotum and limbs; 
hirsute face 


Telangiectasia and shallow, 
scar-like, atrophic lesions 
on face and extensor sur- 
faces of arms; recurrent 
slow-healing ulcers, legs 
and feet; soft and thin 
abdominal skin; premature 
gray hairs 


parotitis 


tions, diarrhea 


of ulcers 


The patient of Sheffield et al^ had a 
hirsute face. Porphyria was excluded 
in both cases. 

Fourth, thickening of the skin with 
Iymphedema*'' may be a skin sign of 
prolidase deficiency. Sheffield’ and 
Faull and their co-workers have 
described skin that was thickened and 
pitted with sears around the mouth 
and on the trunk and limbs. They have 
suggested that progressive damage 
and scarring of lymphatie vessels 
might cause lymphedema. 

Soft and thin abdominal skin, and 
premature gray hairs are additional 
dermatological signs in our patient. 

There is no recurrent otitis or sinu- 
sitis in our patient, but infections 
certainly modify and delay wound 
healing of leg ulcers. Cellulitis occurs 
on the base of ulcers from time to time 


Otitis media, contin- 
uous cold, recurrent 


Respiratory infec- 


Occasional infection 


Table 3.—Summary of Clinical Feature 


Unusual 
Facial Mental 
Appearance Retardation Splenomegaly. 
Yes IQ 80 to 90 Yes 
? ? ? 
Yes 1Q 85 Yes 
? ? 2 
Yes Yes Yes 
No IQ 87 Yes 
Yes Mild to Yes 
moderate 
Yes IQ 30 No 


in our patient. 

The role of iminodipeptiduria and 
prolidase deficiency in the develop- 
ment of skin lesions is still unknown. 
To rule out the occurrence of iminodi- 
peptiduria secondary to skin ulcers, 
Sheffield et al^ have tested a number 
of patients with extensive skin ulcera- 
tion and have found peptiduria only 
when accompanied by severe concur- 
rent bone abnormality. 

Jackson et al? have suggested that 
prolidase deficieney could result in 
insufficient release of free proline and 
also in disturbance of reutilization of 
proline necessary for the synthesis of 
new collagen (Fig 8). Most of the skin 
lesions might be attributed to dis- 
turbed connective tissue metabolism 
of skin or capillary blood or lymphatic 
vessels. Other clinical manifestations : 
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leg uleers at 19 months of age. As her 
sister has normal facial appearance 


' and normal intelligence, there is only 
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m o EN: mo wn yr a ai ola Bae AY | == 
» 
of Reported Cases 
Skeletal and 
e Tendinous Abnormal Routine Miscellaneous 
. Abnormalities Laboratory Findings Findings 
Protuberant abdomen, Thrombocytopenia, bone High arched palate, cleft upper 
osteoporosis marrow hyperplasia (pre- lip and nostril, large flat 
dominantly erythropoietic) external ears, bilateral simian 
creases, eye abnormalities, 
partial syndactyly of toes 
? Exaggerated hemolysis ? 
Muscular incoordination, Anemia, mild thrombocyto- Obesity 
, mild diffuse demineraliza- penia, hypercellular bone 
tion throughout long bones marrow with increased 
erythroid precursor and 
plasma cells, elevated 
r y-globulin level 
? ? ? 
Hyperextensible joints, Elevated y-globulin level None 
ligamentous laxicity of (all lg classes) 
knees, waddling gait with 
external rotation of femora 
Slightly lax joints None None 
None Hypochromic anemia, elev- Eye abnormalities 
ated y-globulin level 
(all Ig classes) 
E 
Protuberant abdomen Elevated y-globulin level, High-arched palate, obesity 
ASO 1,250 Todd units 
have been described indicating abnor- a slight possibility that she will have 
à mal collagen metabolism, osteoporo- any clinical manifestation in the 
sis, hyperextensible joints; pro- future. Thus, we think that some addi- 
nounced ligamentous laxicity in the ^ tional factor(s) may be necessary for 
knee and waddling gait with extensor the development of clinical manifesta- 
rotation of the femora,’ slightly lax tions. 
joints,‘ and protuberant abdomen.’ Dipeptides such as prolyl-glycine 
Our patient's younger sister lacks that are not split by prolidase have 
prolidase activity in RBCs and WBCs. been found’ in the urine of a proli- 
She has developed no clinical symp- dase-deficient patient. ^ Prolinase, 
toms until now. Her facial appearance which splits iminodipeptides, such as 
is normal, and she is not mentally  prolyl-glycine, with N-terminal pro- 
retarded. She is now 7 years old. Inthe line or hydroxyproline, has been found 
previously reported cases in which the in RBCs?^ and fibroblasts? in this 
. onset of some symptoms was known, disorder, and its activities were 
ages of onset were 6 days, 3 months? ^ normal. In our case prolinase activity 
- - 5 to 6 months; 18 months, and 7 was sufficient in RBCs and WBCs: 
x years." Our patient began to develop and cultured fibroblasts. Sheffield et 


ab have thought it probable that the 
dipeptidases other than  prolidase 
might have been saturated by a 


generalized increase in the rate of 
collagen turnover in prolidase defi- 
ciency and that this might result in 
urinary excretion of iminodipeptides 
such as prolyl-glycine even in the 
presence of sufficient prolinase activi- 
ty. 

The role of prolidase deficieney in 
the pathogenesis of clinical manifes- 
tations of this disorder should be 
investigated further. 


Determinations of prolidase and prolinase 
activities of skin fibroblasts were performed in 
the laboratory of Shunzi Mizuhara, MD, Depart- 
ment of Biochemistry, Okayama University 
Medical School. 
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. Systemic Lupus Erythematosus and 


Dermatitis Herpetiformis 


Concurrence With Marfan’s Syndrome 


Andrew J. Aronson, MD; Keyoumars Soltani, MD; Iris K. Aronson, MD; Rosa T. Ong, MD 


e There is increasing evidence that, as 
in systemic lupus erythematosus (SLE), 
deposition of immune complexes plays a 
role in the pathogenesis of dermatitis 
herpetiformis (DH). Dermatitis herpetifor- 
mis and SLE were diagnosed in a 15- 
year-old girl with Marfan’s syndrome who 
died of cardiac tamponade secondary to 
cystic medial necrosis of the ascending 
aorta. The concurrence of these diseases 
suggests that predisposition to immune- 
mediated disorders may be associated 
with the expression of multiple clinical 
entities. 

(Arch Dermatol 115:68-70, 1979) 


Ey hepetiformis (DH) is a 
chronic recurrent skin disorder 
that is characterized by a pleomorphie 
and symmetrical eruption, consisting 
of erythematous, urticarial, papular, 
grouped vesicular or bullous lesions.” 
The disease occurs predominantly in 
adults, but is seen occasionally in chil- 
dren, usually after the age of 5 years.’ 
Deposition of IgA in the dermal papil- 
lae and at the dermoepidermal junc- 
tion, detection of antireticulin IgG 
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and anti-basement membrane IgA 
antibodies in some cases, and the 
presence of circulating immune com- 
plexes according to one report suggest 
that DH is an immune complex- 
mediated disease."* Similarly in sys- 
temie lupus erythematosus (SLE), a 
well-described multisystem disease, 
immune complexes are most likely 
responsible for the systemic patholog- 
ical changes."* 

The concurrence of DH and SLE has 
been reported in a small number of 
cases." The present report describes 
the concurrence of DH and SLE in an 
adolescent with Marfan's synrome. 


REPORT OF A CASE 


A 15-year-old girl was first seen at the 
University of Chicago Hospitals and Clin- 
ics in May 1975 because of chest pain. 
Stigmata of Marfan's syndrome, including 
dislocated lenses, cataracts, arachnodacty- 
ly, genu valgum, and pes planus were 
noted, and costochondritis was diagnosed. 
She did well until October 1975, when she 
returned to the emergency room with a 
pruritic, bullous eruption on her face, neck, 


and trunk. Hematoxylin-eosin prepara- 


tions of a skin biopsy specimen showed 
subepidermal bullous formation with 
dermoepidermal separation and accumula- 
tion of neutrophilic and some eosinophilic 
leukocytes in the papillary dermis forming 
microabscesses at the tip of dermal papil- 
lae (Fig 1). Direct immunofluorescence of 
the frozen sections of a similar biopsy 
specimen demonstrated granular deposits 
of IgA at the dermoepidermal junction and 
in the tip of dermal papillae consistent 
with the diagnosis of DH (Fig 2). Indirect 
immunofluorescence of the patient’s serum 
did not reveal any circulating anti-base- 


ment membrane (pemphigoid) antibodies. 
Sulfapyridine was prescribed, but was 
taken by the patient for a short time only. 
In December 1975 she was admitted to the 
hospital because of weight loss, fever, chest 
pain, and cough. Chest x-ray film disclosed 
bilateral pleural effusions and results of 
laboratory studies showed the following 
values: renal failure (BUN, 104 mg/dl; 
serum creatinine, 10.0 mg/ml); hypocom- 
plementemia (CHL, 40 units; normal, 180 to 
330; C3, 34 mg/dl; normal, 55 to 120; C4, 14 
mg/dl; normal, 20 to 40); positive antinu- 
clear immunofluorescence (ANIF) (1:500) 
in a homogeneous pattern; and positive 
lupus erythematosus preparation. Urinary 
findings included heavy proteinuria (6.9 
g/24 hr), hematuria, and leukocyturia. A 
percutaneous renal biopsy specimen 
showed lupus glomerulonephritis with elec- 
tron dense deposits in mesangial, subendo- 
thelial, and intramembranous areas (Fig 
3). Immunofluorescence of kidney sections 
showed deposition of IgG and IgM glomer- 
uli. Direct immunofluorescence of a frozen 
biopsy specimen from uninvolved skin of 
the right buttock demonstrated deposits of 
IgG, IgM, C3, and trace amounts of IgA at 
the dermoepidermal junction and around 
the papillary blood vessels, consistent with 
the diagnosis of SLE (Fig 4). A regimen of 
80 mg of prednisone per day was started, 
renal function slowly returned toward 
normal, and resolution of arthritis, pleural 
effusions, and fever occurred. Her subse- 
quent course was complicated by hyperten- 
sion, recurrent soft tissue abscesses and 
urinary tract infections. Prednisone treat- 
ment was slowly tapered as complement 
levels returned to normal (CHL, 170 units; 
C3, 69 mg/dl; C4, 23 mg/dl) and ANIF titer 
fell to 1:10. She died when cystic medial 
necrosis of the ascending aorta resulted in 
cardiac tamponade. Severe diffuse, pro- 
liferative lupus glomerulonephritis was 
confirmed at autopsy. 


Lupus and Dermatitis With Marfan’s Syndrome—Aronson et al 


* 


KEV 


UMS 





Fig 1.—Histologic features of dermatitis herpetiformis. Note accu- Fig 2.—Direct immunofluorescence preparation of perivesicular 
“ mulation of polymorphonuclear leukocytes in papillary dermis skin specimen. Note granular deposition of IgA at dermoepider- 
and early dermoepidermal separation (hematoxylin-eosin, origi- mal junction and dermal papillae (original magnification x 400). 


nal magnification x 400). 


er 
mod 
" 


d ^" 
v * 
* 
6 r xt 
(m m 


i Fig 3.—Section of glomerular capillary loop with mesangial electron-dense deposits 
? (arrows [original magnification x 6,000]). 





COMMENT 


Immune complex-mediated diseases 
are notable in their variety of clinical 
manifestations and affected organ 
systems. Injury is thought to be 
mediated by the deposition of soluble 
immune complexes, complement fixa- 
tion, chemotaxis, and the release of 
chemical mediators of tissue injury. 
Depending on the class of immuno- 
globulin contained in the deposited 
immune complexes, either classical or 
alternate pathways of the comple- 
ment cascade or both may be 
involved.'?-!5 

The clinical, histological, and immu- 
nofluorescence findings, including the 
grouped vesicular lesions, the papilla- 
ry microabscesses, and the granular 
IgA deposits in the tip of the dermal 
papillae and at the dermoepidermal 
junction confirm the diagnosis of DH 
in our case. Negative indirect immu- 
nofluorescence findings that indicate 
an absence of circulating anti-base- 
ment membrane antibodies tend to 
rule out bullous pemphigoid, which at 
times resembles DH both clinically 
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Fig 4.—Direct immunofluorescence preparation of uninvolved skin stained with fluoresc- 
ein-labeled antiserum to human IgG. Note deposition of immunoglobulins at dermoepi- 
dermal junction (original magnification x 400). 


and histologically.?:*** Other bullous 
dermatoses, such as bullous drug erup- 
tion or bullous lupus erythematosus, 
that were considered in the differen- 
tial diagnosis could be neither further 
supported by history, clinical findings, 
and histologic changes, respectively, 
nor entirely excluded. 

Drug-induced SLE caused by sulfa- 
pyridine cannot be completely ruled 
out, but was considered unlikely 
because she received only a small 
amount for a short time and sulfapyr- 
idine is not a known cause of drug- 
induced SLE.'* 

The concurrence of two immune- 
mediated diseases in a single patient 
suggests a unique predisposition to 
formation of circulating immune com- 
plexes. This is reinforced by the high 
incidence of HLA antigens B8 and 
DW3 reported by a number of investi- 
gators.*^"-? Unfortunately we did not 
determine HLA antigens in our 
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patient. 

Examination of additional cases 
with carefully documented concurrent 
immunologically mediated diseases 
may shed light on the factors involved 
in the susceptibility to immune com- 
plex formation and the pathogenesis 
of resultant diseases. 


Colleen Kazmierezak provided invaluable sec- 
retarial assistance. 
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Kawasaki's Disease Appearing as 


Erythema Multiforme 


J. Jason Bitter, MD; Stuart A. Friedman, MD; Robert L. Paltzik, MD; Howard C. Mofenson, MD 


è In 1967, Kawasaki reported an acute, 
febrile, mucocutaneous condition accom- 
panied by swelling of cervical lymph 
nodes that affected infants and young 
children in Japan. He called it mucocuta- 
neous lymph node syndrome. We report 
here a case of Kawasaki's disease with 
characteristic findings that demonstrated 
a typical erythema multiforme rash. With 
the increased number of reported cases 
of Kawasaki's disease in the United 
States, it becomes increasingly important 
to differentiate the exanthem of Kawa- 
saki's disease from early erythema multi- 
forme. 

(Arch Dermatol 115:71-72, 1979) 


i 1967, Kawasaki reported 50 cases 
of a disease he called mucocuta- 
neous lymph node syndrome, which 
occurred in infants and young chil- 
dren in Japan and manifested itself as 
an acute febrile mucocutaneous condi- 
tion accompanied by swelling of cervi- 
cal lymph nodes.' Almost 7,000 cases 
have been reported in Japan since 
1970.” The condition was first recog- 
nized in the United States in April of 
1971 by Melish et al in Hawaii,’ and, to 
date, 232 cases have been reported to 
the Communicable Disease Center 
(CDC).: 
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The rash has been characterized as 
erythematous and widespread and has 
been grouped typically into one of 
three patterns. These are diffuse scar- 
latiniform erythroderma, morbilli- 
form, and multiform.' Accepted diag- 
nostic criteria for Kawasaki's disease 
are five of the following six features: 
(1) fever lasting for five or more days 
and unresponsive to antibiotics; (2) 
bilateral congestion of ocular conjunc- 
tivas; (3) changes in the lips and oral 
mucosa, including dry, red, fissuring, 
“strawberry tongue,” and diffuse red- 
dening of the oropharyngeal mucosa; 
(4) changes in the peripheral extremi- 
ties, including reddening of the palms 
and soles (early stage), and membra- 
nous desquamation, often periungual 
(later stages); (5) polymorphous non- 
vesicular truncal exanthem; and (6) 
acute nonsuppurative enlargement of 
the cervical lymph nodes. The CDC 
has qualified the above with the stipu- 
lation that the illness must not be 
explicable by other well-known causes, 
eg, scarlet fever.’ 

Despite this, there has been no clear 
elucidation of the relative frequencies 
with which these manifestations ap- 
pear. We wish to present a case in 
which our patient initially had a clas- 
sical erythema multiforme-like erup- 
tion that later demonstrated the typi- 
cal findings of Kawasaki’s disease. 


REPORT OF A CASE 


A 22-month-old girl, previously entirely 
well, who had not recently been taking 
medications, developed fever, rhinorrhea, 
and irritability two days before admission. 
The next morning, she awoke with a gener- 
alized erythematous maculopapular rash 
that was located on her chest, abdomen, 


and back. The rash was asymptomatic. The 
following day, when the rash had spread to 
the palms and soles, she was admitted for 
evaluation. On admission, physical exami- 
nation showed a moderately ill and irrita- 
ble child with a rash that consisted of 
fifteen to twenty 1 x 2-em macular, ery- 
thematous, annular lesions with central 
clearing (iris lesions). They blanched 
almost completely with pressure. The 
palms and soles were bright red and some- 
what edematous. Other important findings 
included greatly injected conjunctivas and 
dry cracked lips. The papillae of the tongue 
were prominent and erythematous (straw- 
berry tongue). There was a nonexudative 
pharyngitis and substantial bilateral cervi- 
cal lymph node involvement. 

Pertinent laboratory data included a 
WBC count of 12,600/cu mm, with 48% 
mature neutrophils, 18% lymphocytes, 3% 
monocytes, 1% basophils, and 2% atypical 
lymphocytes. The ESR was 52 mm/hr, and 
the platelet count was 446,000/cu mm. The 
initial chest roentgenogram and ECG were 
unremarkable. Additional laboratory data 
included negative results of a slide test for 
infectious mononucleosis, VDRL test, and 
cold agglutinin determination. The liver 
function studies were normal except for 
the SGOT concentration of 67 IU/liter 
(normal, 8 to 50 IU /liter). Also, there was a 
negative antistreptolysin O (ASLO) titer, 
anti-DNA and antinuclear antigen titers, 
and culture specimens of blood, feces, 
urine, and throat were sterile. However, 
urinalysis showed considerable pyuria (100 
WBCs per high-power field) initially, 
followed by 8 WBCs on a second occasion. 
The qualitative febrile agglutinins were all 
negative. The C-reactive protein gave a 
positive reaction (4+). Serum protein elec- 
trophoresis showed low albumin and high 
a,-globulin values. On the second day of 
admission, the patient's temperature 
reached 40 °C rectally. Her dermatitis at 
this time had taken on a multiform charac- 
ter. She had mild diarrhea. A day later, the 
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rash had extended to involve the extensor 
surfaces of the arms and legs and most of 
the existing lesions on the trunk were now 
confluent. However, in the ensuing two 
days, the rash on the trunk faded rapidly 
and had totally disappeared by the fifth 
hospital day. The erythema of the palms 
and soles eleared by the eighth day of 
admission. At the same time, a membra- 
nous desquamation of the fingers took 
place. Peeling developed at the junction of 
the edge of the nail and the tip of the digit. 


.. The platelet count rose to 980,000/eu mm 
-= on the seventh day. Auscultation of the 


heart at this time demonstrated an $84 
gallop rhythm at the base and a soft early 


. ew systolic murmur at the left sternal border. 
. The cardiac silhouette was enlarged on the 


posteroanterior chest roentgenogram. The 
ECG showed T-wave flattening in leads 
aV, and V, to V, The PR interval was 
unchanged. Serial ECGs continued to show 
T-wave inversions in these leads for anoth- 
er week and then reverted to normal. She 
eontinued to have the early systolic 
murmur for five days and the gallop 
rhythm for seven days. The platelet count 
remained at 690,000/cu mm, and the ESR 
was 60 mm/hr on discharge, three weeks 
after admission. 

On follow-up, the patient has remained 
well and the heart murmur has disap- 
peared. 
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COMMENT 


Our patient certainly had all the 
major criteria and most of the minor 
criteria (increased ESR, positive C- 
reactive protein, negative ASLO titer, 
leukocytosis with a shift to the left, 
increased serum transaminase values, 
thrombocytosis, pyuria, diarrhea, car- 
diovascular abnormalities) needed for 
the diagnosis of Kawasaki's disease." 

Extensive review of the recent case 
reports indicates that the rash was 
usually either described as nonspecific 
erythematous maculopapular, morbil- 
liform, or scarlatiniform.*"* However, 
only a small number of the case 
reports in the literature cite the 
erythema-multiforme-like quality of 
the rash. The article by Melish et al is 
one of the few citing a specific 
frequency with which this type of rash 
is found. In their report, five of 15 
patients with Kawasaki's disease had 
a rash described as multiform in char- 
acter.” 

When the patient described here 
was seen initially in consultation by 
the pediatric dermatologist, the rash 
was typical of erythema multiforme 
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with iris lesions and involvement of 
the palms and soles. However, other 
associated physical findings that rap- 
idly appeared led us to the correct 
diagnosis of Kawasaki’s disease. Oth- 
er features of the rash that differed 
from true erythema multiforme were 
its predominantly centripetal distri- 
bution and the rapid resolution. With 
erythema multiforme, although any 
area can be affected, it is unusual to 
find lesions on the trunk unless the 
eruption is also severe on the limbs." 

The importance of this case lies in 
the reminder to all primary care 
physicians caring for young children 
that what initially looks very similar 
to the Stevens-Johnson syndrome may 
in reality be an early manifestation of 
Kawasaki’s disease. Early diagnosis is 
paramount because treatment can 
differ considerably in these two enti- 
ties and also because there is a defi- 
nite morbidity and mortality due to 
the cardiac complications present in 
1% to 2% of Kawasaki’s disease 
patients. 
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. Vitamin A Deficiency Following 


® Side effects are common in individu- 
als who have undergone small-bowel 
bypass surgery for morbid obesity. Most 
of these side effects subside after a few 
months. More serious complications may 
require reestablishment of the bypassed 
loop. Rarely have vitamin deficiencies 
been observed. Development of vitamin A 
deficiency in a patient was characterized 
by phrynoderma and night blindness. This 
was promptly reversed by oral treatment 
with vitamin A. There was no improvement 
in low to subnormal serum levels of fat- 
soluble vitamins after a course of tetracy- 
cline hydrochloride. Studies suggested 
presence of a malabsorption state proba- 
bly due to rapid transit time through the 
small bowel and reduced absorptive 
surface. 

(Arch Dermatol 115:73-75, 1979) 


dverse reactions have not been 
unusual following jejunoileal by- 

pass surgery for morbid obesity. 
Common postsurgical side effects are 
diarrhea, flatulence, anorexia, and 
electrolyte imbalance, particularly hy- 
pokalemia.'-* These usually abate com- 
pletely or to a considerable degree 
after a few months. Fatty metamor- 
phosis of the liver frequently preceded 
by or associated with transient abnor- 
mal enzyme levels appears at about 
six months but ordinarily subsides 
after about two years.’ The more 
distressing complications, such as ar- 
thritis syndrome, urinary calculi, cho- 
lelithiasis, liver impairment with fi- 
brosis, and psychiatrie disturbance, 
may necessitate reconstitution of the 
small bowel. Rarely have skin erup- 
tions been noted. Drenick and asso- 
ciates* reported that four of their 26 
patients had dermatitis, but they 
failed to describe the eruption. Vita- 
min-deficient states have been ob- 
served infrequently. Nevertheless, Pi- 
Sunyer’ stresses the need for vitamin 
supplements in postsurgical care. Pyr- 
idoxine deficiency occurred in one 
subject during  pregnancy.^  De- 
creased vitamin B,, levels have been 
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recorded, but rarely has vitamin B,, 
anemia been observed." Although 
low serum carotene levels have been 
noted, there have been no reports of 
vitamin A deficiency. The following 
report of a case is concerned with 
development of phrynoderma and 
night blindness two years after small- 
bowel bypass surgery. An explanation 
for the pathogenesis is offered. 


REPORT OF A CASE 


A 15-year-old girl underwent partial 
jejunoileal bypass (36 cm proximal jejunal 
stump anastomosed end-to-side to distal 8 
em of ileum) on Aug 22, 1973. She encoun- 
tered little of the usual postoperative 
complications except for mild bouts of diar- 
rhea and some fatigue. Over a year's time, 
there was a loss of 45 kg of weight despite 
a very liberal diet. The patient ate more 
than she did prior to surgery, as she no 
longer was concerned with weight gain. 
She had three to four stools daily but 
denied any unusual amount of diarrhea or 
change in appearance of stools. Since then, 
she has maintained a weight of 52 kg. 

Two years following surgery, there was 
onset of inflammatory horny lesions about 
the knees and elbows. These failed to 
respond to topical corticosteroid and oral 
antihistamine therapy. One year later 
(1976) because of intensification of the 
eruption, she again sought help. Concomi- 
tantly the patient had consulted an 
ophthalmologist because of poor night 
vision, the cause of which was not deter- 
mined. 

A physical examination in July 1976 
showed an attractive young woman about 
150 em tall. There were conical-shaped, 
brownish-appearing, follicular keratotic le- 
sions, 2 to 4 mm in diameter, about the 
elbows (Fig 1), knees, and vermillion bor- 
der of the lower lip. These were on an 
inflammatory base and healed with scar- 
ring. 

Laboratory findings of importance were 
serum levels of vitamin A, 16 ug/dl (N 15 to 
60), and f-carotene, 14 ug/dl (N 50 to 
200). 


HISTOPATHOLOGICAL 
FINDINGS 


Microscopic sections of biopsy material 
from the left thigh and right upper arm 
were stained with hematoxylin-eosin and 
examined. The changes of note were in the 
keratin layer. There was hyperkeratosis 
and horny plugging of dilated follicles. 
Rare areas of parakeratosis were observed. 
A dermal inflammatory infiltrate varied 
from a perivascular round-cell type of the 
upper part to a more diffuse polymorphic 
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type of the midcorium (Fig 2). Sweat 
glands appeared to be normal in number 
and appearance. 


COURSE 


Treatment consisted of administration 
of vitamin A, 50,000 units orally three 
times daily. The follicular excrescences 
cleared after one month and healed with 
residual pigmentation. The ophthalmologic 
symptoms subsided after two months. 
Supplementary vitamin A was then given 
at 50,000 units daily. 

Futher serum determinations showed 
levels of vitamin A at 54 ug/dl and £- 
carotene at 7 ug/dl. When other studies 
disclosed a serum vitamin E level of 1.6 
pg/dl (N 5 to 20) and prothrombin time of 
1396 of normal, the patient's condition was 
evaluated for possible fat-soluble vitamin 
deficiencies. This was done on two separate 
admissions, each for a period of about one 
week, to the Western Pennsylvania Hospi- 
tal. The first was in early June. The second 
was in late August after 11 weeks of oral 
tetracycline hydrochloride therapy, 1 g 
daily. 


Initial Admission 


The following routine laboratory deter- 
minations, which were done on both hospi- 
talizations, yielded results within normal 
limits: hemoglobin, RBC and WBC counts, 
BUN, glucose, serum electrolytes, calcium, 
phosphorus, uric acid, cholesterol, total 
protein, total bilirubin, iron, total bound 
iron, copper, zinc, folie acid, thiamin, and 
vitamin B,.,. 

The values of the following serum 
enzymes were expressed in normalized 
units (N — 100): alkaline phosphatase, 248 
with elevated biliary and bone isozymes; 
SGOT (aspartate aminotransferase), 102; 
SGPT (alanine aminotransferase), 125; lac- 
tic dehydrogenase (LDH), 68. 

Serum levels of vitamin A were 38 ug/dl 
(N 15 to 60); B-carotene, 12 ug/dl (N 50 to 
200); vitamin E, 5.8 ug/dl (N 5 to 20); and 
25-hydroxy-vitamin D,, 11 ng/dl (N 8 to 
40) Prothrombin time was 83% of 
normal. 

Blood xylose tolerance at one hour after 
oral ingestion of 25 g was 27 mg/dl (N 30 to 
10); five-hour collection of urinary xylose, 
3.2 g (N 4 to 10); urinary oxylates, 165 
mg/24 hr (N 5 to 35). 

Bile acid metabolism values were deter- 
mined according to the method of Fromm 
and associates'"' by oral feeding 'C- 
labeled glycocholic acid, ring-tritiated tau- 
rocholie acid, and cyanocobalamin Co 57 
with intrinsic factor. Bile acids deconju- 
gated by bacteria colonizing the small 
bowel or, in the case of malabsorption by 
the action of bacteria of the large bowel, 
were measured by expired "CO,. Fecal 
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Fig 1.—Inflammatory follicular keratotic 


lesions around elbow of 15-year-old 
patient. Eruption occurred three years 
after small-bowel bypass surgery. 


exeretions of "C and tritium assessed 
nonabsorption of bile acids. Urinary "Co 
excretion assessed cyanocobalamin absorp- 
tion. 

Abnormally high values were present: 
breath "CO, at four hours, 158%; fecal 
tritium, 84.8%; and “C, 45% at 24 hours; 
stool weight, 2,869 g; and fecal fat, 70.2 g. 
These indicated malabsorption and decon- 
jugation of bile acids. The urinary "Co 
value (6.7%) was low. 

Roentgenograms.— X-ray films of the 
chest and an intravenous pyelogram were 
normal. A gastrointestinal series showed 
abnormally high transit times. At ten 
minutes barium was observed passing 
through the bypass into the ileal stump and 
large bowel. Liver and spleen scan were 
normal. 

Panendoscopy.—This study showed nor- 
mal mucosa of the small bowel shunt. 
Secretions of the small bowel were 
eultured, which showed heavy growth of 
Escherichia coli and about 10% Streptococ- 
cus faecalis. The colony count was 8 x 10°/ 
ml. 

Liver Studies.— Microscopic sections of 
tissue obtained by percutaneous needle 
biopsy and stained with hematoxylin-eosin 
were examined. Findings were minimal 
fatty metamorphosis and discrete small 
periportal and intralobular granulomas. 
Mitochondrial and smooth muscle antibod- 
ies were not present. Test results for 
Australian antigen were negative. 


Readmission 


After 11 weeks of treatment with tetra- 
eycline hydrochloride, 1 œ daily, serum 
enzyme levels (normalized units) were as 
follows: alkaline phosphatase, 103; SGOT, 
527; SGPT, 269; LDH, 1083. Two days later 
the SGOT value was 206. (The patient had 
been "celebrating" prior to admission.) 

Serum levels of vitamins were vitamin 
A, 33 ug /dl, B-carotene, 7 ug/dl; vitamin E, 
4.3 ug/dl; and 25-hydroxy-vitamin D,, 18 
ng/dl. Prothrombin time was 96% of 
normal. 

Blood xylose tolerance at one hour after 
oral ingestion of 25 g was 31 mg/dl; uri- 
nary xylose, 3.2 g; and urinary oxylates, 254 
mg/24 hr. 

Bile acid metabolism studies showed 
considerable reduction in breath “CO, at 
four hours (257) and somewhat reduced 
fecal tritium (33.2%), but other fecal values 
remained elevated substantially. These 
values along with a low urinary “Co value 
were consistent with a malabsorption state 
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Fig 2.—Lesion from right knee shows hyperkeratotic and keratin plugging of dilated 
follicles with perivascular inflammatory infiltrate of upper dermis (hematoxylin-eosin, 


Original magnification x 82). 


Results of Tests for Altered Bile-Acid Metabolism and Cyanocobalamin 
Absorption Before and After 11 Weeks of Tetracycline Hydrochloride Therapy 


Measurements Definition June 7 Aug 23 
65 


Breath "CO,, 96 dose/2 hr 
Fecal tritium, % dose/24 hr 


Positive >1.6 158 
Equivocal >20, <50 84.8 33.2 


Positive 250 


Fecal “C, % dose/24 hr 


Equivocal >7, <20 45 25 


Positive =20 


Urine "Co, 96 dose/24 hr 


Equivocal =8 


Positive —8 


Fecal fat, g/24 hr 


Equivocal —5, —7 


Positive 27 


Fecal weight, g/24 hr 


(Table). 

After five months of tetracycline hy- 
drochloride therapy, the prothrombin time 
improved to 100% of normal. Vitamin A 
serum levels declined to 11 ug/dl, falling 
below the pretreatment supplementary 
vitamin A therapy. The g-carotene and 
25-hydroxy-vitamin D, levels remained at 
low normal. Vitamin E serum levels varied 
between subnormal and low normal (Fig 
3). 


COMMENT 


The dramatic response to supple- 
mental vitamin A with resolution of 
hyperkeratotic follieulitis and subsi- 
dence of symptoms of night blindness 
appears to be more than fortuitous. 
These studies along with histologic 
changes and serum vitamin A levels 
are consistent with a diagnosis of 
vitamin A deficiency.'*'* The absence 
of Bitot spots, xerophthalmia, and 
generalized eruption does not miti- 
gate the diagnosis. The localization of 
the eruption over the pressure areas 
was consonant with those observa- 
tions of Fasal," who noted that initial 
phrynodermic lesions, much like a 
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Koebner phenomenon, first appear in 
areas of stress and irritation. The low 
but not deficient pretreatment serum 
vitamin A level (16 ug/dl) is not an 
unusual finding in subjects with a 
vitamin A deficient state. A variety 
of potential causes were considered in 
this patient. There was no evidence of 
a protein-calorie deficient diet, infec- 
tion, or hepatic alteration. The cause 
of variably elevated liver enzyme 
levels was uncertain. Fatty metamor- 
phosis of the liver is not an unusual 
finding in such individuals presurgi- 
cally and postsurgically.' There was no 
plausible explanation for the presence 
of discrete and periportal granulomas, 
a finding not previously observed in 
association with shunt surgery.’* 
Since liver changes were minimal in 
this patient, hepatic dysfunction could 
be discounted as a cause of the 
avitaminosis. 

The two-year delay in onset of vita- 
min A deficiency was similar to that 
reported in patients with pyridoxine 
deficiency’ and vitamin B,. deple- 
tion." That such states could be the 
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consequence of bacterial colonization 
of the upper small bowel was the 
consideration of Juhl and co-work- 
ers'' who restored vitamin B,, levels to 
normal in their patients by prescrib- 
ing oral tetracycline therapy. Entero- 
colie bacteria can cause deconjugation 
of bile acids, thus affecting absorption 
of vitamin A and other fat-soluble 
vitamins and precursors. However, in 
this patient there was little evidence 
to support bacterial colonization of the 
small bowel. After 11 weeks of oral 
tetracycline therapy, there was no 
meaningful change in serum levels of 
fat-soluble vitamins. The prothrombin 
time rose to 100%, but its range of 
variation was not important (Fig 3). 
In fact, the relatively high levels of 
serum vitamin A fell to a subnormal 
11 ug/dl after four months of tetracy- 
cline therapy. This probably reflected 
a depletion of the vitamin A stores 
that had been accumulated while the 
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patient was on oral vitamin A therapy 
prior to institution of tetracycline. 
There was a sharp reduction in the 
“CQO, value on a breath test from the 
pretetracycline treatment level, but 
this has been noted in malabsorption 
states and is attributed to the action 
of the antibiotic on bacterial flora of 
the large bowel.'* A normal bacterial 
colony count of the jejunum is consid- 
ered to be from 1 x 10! to 10*, and the 
ileum from 1 x 10° to 10*.'* In view of 
the shortened jejunoileal bypass, a 
count of 8 x 10°/ml in this patient is 
probably not unusual. 

Despite tetracycline therapy, the 
persistence of moderately elevated 
fecal tritium and sharply elevated "C 
levels, steatorrhea, increased stool 
weight, and urinary oxalates, reduced 
xylose tolerance and urinary *Co 
levels were indicative of a malabsorp- 
tion state. This most likely was due to 
a rapid transit time and reduced 
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bypass Surgery. However. stabiliza- 
tion of weight after initial loss follow- 
ing surgery in these patients has been 
attributed to a compensatory ileal 
hypertrophy, based on the experimen- 
tal animal work of Tilson and co- 
workers."?' Teitelbaum and asso- 
ciates* considered a return to normal 
of 25-hydroxy-vitamin D, serum levels 
in their patients to be due to such an 
adaptive phenomenon. That there was 
a rapid transit time in this patient 
was easily demonstrated roentgeno- 
graphieally. If there was a critically 
reduced absorptive surface or a lack of 
compensatory ileal hypertrophy, it is 
difficult to explain such a selective 
malabsorption. There is no evidence 
that a lack of absorption of vitamin A 
was due to interference with intesti- 
nal enzymes that hydrolize retinyl 
esters. The beneficial effect of oral 
feeding vitamin A as a palmitate 
ester negates such a possibility. The 
low to subnormal 8-carotene and vita- 
min E serum levels do suggest that 
there may be other deficiencies, but 
these are too subtle to detect clinical- 
ly. However, it does seem advisable to 
supplement the diet with all the fat- 
soluble vitamins. Despite the presence 
of malabsorption, oral supplementa- 
tion would probably be adequate to 
correct any deficiency. Such was the 
case when giving vitamin A to this 
patient. 


Nonproprietary Names and 
Trademarks of Drugs 


Cyanocobalamin Co 57—Racobalamin-57, 
Rubratope-57. 

Vitamin A—Aquasol A, Derm-A Caps, 
Solu-Caps, Super A Vitamin, Vio-A, 
Vitamin A Capsules. 


States. Arch Dermatol Syphilol 50:160-166, 1944. 

18. Hofmann AF, Schoenfield LG, Kotika BA, 
et al: Methods for the description of bile acid 
kineties in man. Methods Med Res 12:149-180, 
1970. 

19. Gorbach SL, Plaut AG, Nahas L, et al: 
Studies of intestinal microflora: II. Microorga- 
nisms of the small intestine and their relations to 
oral and fecal flora. Gastroenterology 53:856-867, 
1967. 

20. Tilson MD, Wright HK: Adaptation of 
functioning and bypasses segments of ileum 
during compensatory hypertrophy of the gut. 
Surgery 67:687-693, 1970. 

21. Tilson MD, Sweeney T, Wright HK: 
Compensatory hypertrophy of the ileum after 
gastroduodenojejunal exclusion. Arch Surg 
110:309-312, 1975. 

22. Teitelbaum SL, Halverson JD, Bates M, et 
al: Abnormalities of circulating 25 OH-vitamin D 
after jejunal-ileal bypass for obesity: Evidence of 
an adaptive response. Ann Intern Med 86:289- 
293, 1977 

23. Wasserman RH, Corradino RA: Metabolic 
role of vitamins A and D, in Snell EE (ed): 
Annual Review of Biochemistry. Palo Alto, Calif, 
Annual Reviews Ine, 1951, vol 40, pp 501-548. 


Vitamin A Deficiency—Wechsler 75 








Urticarial Vasculitis 


Report of a Case and Review of the Literature 


W. Ray Gammon, MD, Clayton E. Wheeler, Jr, MD 


€ A woman with cutaneous vasculitis 
had a severe bullous eruption that was 
suggestive of erythema multiforme. The 
patient also had a history of recurrent 
urticaria that continued intermittently for 
over a year of follow-up examination. Skin 
biopsy specimens of both urticarial and 
erythema and multiforme lesions showed 
leukocytoclastic vasculitis. An illness 
resembling systemic lupus erythemato- 
sus (SLE) is suggested by transient, low- 
titer, positive antinuclear antibody tests, 
persistent deposits of immunoglobulin 
and complement in normal skin, arthral- 
gias, circulating immune complexes, and 
chronic hypocomplementemia. 

This case is similar to cases previously 
reported as “hypocomplementemic vas- 
culitis,” an “unusual SLE-related syn- 
drome,” and “urticaria with vasculitis.” 

(Arch Dermatol 115:76-80, 1979) 


aoe of skin lesions may occur 
secondary to  leukocytoclastic 
vasculitis (LCCV). Such lesions in- 
clude macular and papular erythema, 
urticarial lesions, bullae, palpable pur- 
pura, ulcers, and nodules. The patho- 
genesis in most, if not all cases, is 
thought to be deposits of immune 
complexes in vessel walls, with subse- 
quent activation of complement that 
produces chemotactic peptides that 
attract inflammatory cells to the 
prospective site of injury. 

In recent years, it has been recog- 
nized that urticarial and erythema 
multiforme-like rashes may predomi- 
nate or be the only cutaneous manifes- 
tations of LCCV. Such illnesses have 
been well verified in patients with 
infectious mononucleosis, infectious 
hepatitis, and other diseases in which 
the antigen is known or strongly 
suspected. However, a number of 
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patients with urticarial skin lesions 
and histologic findings of LCCV have 
been described in whom no specific 
antigen or cause could be demon- 
strated. Many such patients have had 
similar clinical courses, which has 
prompted some investigators to cate- 
gorize them as distinct clinical enti- 
ties. Included among these are pa- 
tients with an illness resembling 
systemic lupus erythematosus (SLE) 
and others with chronic urticaria and 
arthralgias. Those with an SLE-like 
illness have been reported as “hypo- 
complementemic vasculitis” or an 
"unusual SLE-related syndrome.” 
Others with chronic urticaria and joint 
involvement have been diagnosed as 
having “urticaria with vasculitis.” 
Common to all these patients is the 
consistent finding of recurrent urti- 
carial lesions that show LCCV on biop- 
Sy. 
Additional features of this illness 
include a tendency to affect women in 
their 30s, the presence of arthralgias 
or arthritis, angioedema, elevated 
ESRs, hypocomplementemia, and cir- 
culating immune complexes. Some 
patients have had mild glomerulone- 
phritis; other organs have been 
involved infrequently. Analysis of 
published series of such patients 
suggests a related immune-complex 
illness of variable severity and un- 
known cause. 

The significance of these cases 
results from their superficial similari- 
ty to and frequent confusion with 
patients having either chronic idio- 
pathic urticaria (those less severely 
affected) or SLE (those more severely 


involved). An awareness of this entity. 


and its spectrum of clinical and sero- 
logic manifestations is of importance 
in diagnosis and in providing the 
patient and physician with an under- 
standing of prognosis and possible 
complieations. It may be of impor- 
tance to our future understanding of 
immune-complex-mediated inflam- 
matory skin disease. 

We describe a patient with an 


unusual urticarial and bullous erythe- 
ma multiforme-like rash who initially 
manifested an illness suggestive of an 
SLE-like immune-complex disease. 
However, follow-up for more than a 
year shows that she fits best into the 
group of patients described as having 
urticaria with vasculitis. The clinical, 
serologic, and histologic features of 
her illness are presented and com- 
pared with previously described 
cases. 


REPORT OF A CASE 


A 33-year-old woman was in good health 
until six months prior to admission, when 
she experienced recurrent episodes of urti- 
carial skin lesions on her extremities. The 
lesions were annular, elevated, and asymp- 
tomatic. They lasted from several days to a 
week. Exacerbations of these lesions were 
separated by remissions lasting from three 
to six weeks. She was initially seen by her 
personal physician, who prescribed orally 
administered antihistamines and predni- 
sone. She responded to the medication, but 
each time the steroid therapy was stopped 
new lesions developed. 

Two months before admission she was 
seen by a dermatologist for the same 
complaint. He described a generalized urti- 
carial rash, but considered erythema multi- 
forme in the differential diagnosis. A skin 
biopsy specimen from a lesion showed 
dermal vasculitis with leukocytoclasia, but 
there was no evidence of fibrinoid necrosis. 
His attempts to control her rash with anti- 
histamines were unsuccessful and he 
prescribed systemic administration of 
steroids, which resulted in a rapid clearing 
of lesions. 

Two weeks prior to admission, while 
receiving no medication, urticaria devel- 
oped that was described as “burning.” She 
began therapy with brompheniramine mal- 
eate (Dimetane), but her rash progressed 
to a generalized polymorphic and confluent 
maculopapular erythema involving face, 
extremities, and trunk. Crusted erosions 
developed on the lips, and many of the skin 
lesions progressed to bullae. The patient 
developed temperature elevations to 39.5 
°C, and she was subsequently referred to 
the North Carolina Memorial Hospital, 
Chapel Hill. 

There was a history of periorbital edema 
on several occasions during the past two 
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Fig 1.—Thigh showing annular and confluent erythema and early 
bullae suggestive of erythema multiforme. 
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years. There was also a history of asthma 
and hay fever on exposure to cats, guinea 
pigs, and rabbits. The only other suspected 
allergy was to an unspecified sulfa drug 
that allegedly produced oral blisters. There 
was no history of photosensitivity, Ray- 
naud's phenomenon, pleurisy, fever blis- 
ters, abdominal pain, or hepatitis. 

On admission, physical examination 
showed an uncomfortable woman with a 
generalized rash. Temperature was 39 ?C, 
pulse rate was 120 beats per minute and 
regular, blood pressure was 110/80 mm Hg, 
and respirations were 20/min. The remain- 
der of the examination results were nega- 
tive, except for findings on the examina- 
tion of skin and mucous membranes, The 
skin showed a generalized maculopapular 
blanching erythema with large areas of 
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Fig 2.—Large bullae developed during acute stage of illness. 


Fig 3.—Upper dermal vasculitis. Vessel walls are thickened, 


2 endothelial cells are swollen, vessel walls are invaded by poly- 


x 400). 


confluence on the face, trunk, and thighs 
(Fig 1). Bullae developed in many lesions 
and ranged in size from 1 to 8 em (Fig 2). 
All blisters were moderately tense and 
filled with serous fluid. Nikolsky's sign was 
negative. The lips were eroded and crusted 
without hemorrhage. Mucous membranes 
of the vagina, mouth, and conjunctiva were 
injected without blisters. Palms and soles 
showed 0.5- to 1.0-cem "iris" lesions with 
central petechiae. Although the patient 
complained of a "burning" sensation, pres- 
sure on lesions produced no substantial 
discomfort. 

Admission laboratory studies showed the 
following values: hemoglobulin, 11.5 g/dl; 
hematocrit, 33%; WBC, 4,000/cu mm; 
differential cell count, two metamyelo- 
cytes, 30 bands, 55 neutrophils, ten lympho- 


morphonuclear leukocytes, nuclear debris is scattered through- 
out dermis, and RBC extravasation is present. No fibrinoid 
necrosis was present (hematoxylin-eosin, original magnification 





Fig 4.—Urticarial lesions like these recurred throughout patient's 
course. 


cytes, and three monocytes; urinalysis, 
normal; ESR, 60% (zeta). Two antinuclear 
antibody (ANA) tests performed on mouse 
kidney substrate were weakly positive at a 
dilution of 1:8 and showed a membranous 
pattern. When tested by an indirect proce- 
dure using normal human serum as a 
complement source, ANAs were weakly 
complement-fixing. 

The lactic dehydrogenase level was 
slightly elevated at 392 units/ml (normal, 
100 to 350). Serum iron level was decreased 
at 35 ug/dl (normal, 65 to 150) with a 
normal iron-binding capacity. Immuno- 
globulin electrophoresis showed an ele- 
vated level of IgA, 459 mg/dl (normal, 75 to 
390), and normal IgG and IgM levels. The 
CH., level, determined by standard hemo- 
lytic assay, was less than 10 units/ml 
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Table 1.—Clinical Course and Immune Complex and Complement Levels* 


Date Clinical States 
9/26/76 Bullous erythema 
multiforme 
10/11/76 Erythema multi- 
forme subsiding 
11/17/76 No lesions 








Medication 


Prednisone, 120 mg 244 ug/ml} 
four times a day 


Prednisone, 90 mg 
four times a day 


Predisone, 40 mg 


Immune CH. C1q, C1s, 


Complexes /ml pg/ml 
<10 27 











133 mg/ml 


four times a day 


12/13/76 No lesions 


Prednisone, 15 mg 


55 mg/ml 


four times a day 


9/29/77  Urticaria 


No medication 


ug/ml „g/ml 


~ 
C8, 
pg/ml 


C4, C3, C5, C6, 
ug/ml  ug/ml pg/ml 


28 




















*Normal values for complements are as follows: CH,» 37 to 55 units/ml hemolytic assay; C1q, 130 to 135 ug/ml; C1s, 137 + 24 g/ml; C4, 430 + 70 
ug/ml; C3, 1.25 + 0.22 ng/ml; C5, 71 + 4 ug/ml; C6, 120 + 30 ug/ml; and C8, 52 + 10 ug/ml. 


tRaji's method; normal, <15 ug/ml. 
iC1q radioimmunoassay; normal, <5 mg/ml. 


Table 2.—Clinical Course and Histologic and Immunohistologic Findings 


Findings on 
Hematoxylin- 
Eosin Stain 

Epidermal- 
dermal ne- 
crosis 
LCCV* 


Lesions 
9/26/76 Bullous 

erythema 

multiforme 


11/14/76 No lesions 


6/2/77 Urticaria 


9/15/77 Urticaria 


*Leukocytoclastic vasculitis. 
+Dermoepidermal. 


(normal, 37 to 55). 

The following values were normal: anti- 
bodies to DNA, cold agglutinins, eryoglob- 
ulins, eryofibrinogen, hepatitis B antigen, 
serum electrolytes, BUN, serum creatinine, 
serum glucose, serum calcium, SGOT, 
SGPT, total and indirect serum bilirubin, 
haptoglobulin, and uric acid. A chest x-ray 
film and ECG showed no abnormality. 
Latex fixation test, direct Coomb’s test, 
and lupus erythematosus (LE) preparation 
were negative. 

Skin biopsy specimens from involved and 
normal skin were studied by routine hema- 
toxylin-eosin stain and direct immuno- 
fluorescence (IF). A hematoxylin-eosin- 
stained section of involved skin showed a 
blister at the dermoepidermal (DE) junc- 
tion. An inflammatory exudate consisting 
of approximately equal numbers of neutro- 
phils and mononuclear cells filled the blis- 
ter cavity. There was patchy epidermal and 
dermal necrosis and a moderately dense 
upper-dermal inflammatory infiltrate lo- 
cated predominantly around vessels. There 
was moderate leukocytoclasia and vascular 
changes consisting of endothelial cell swell- 
ing and degeneration and leukocyte infil- 
tration of vessel walls (Fig 3). No fibrinoid 
necrosis was seen. 


Direct IF of abnormal and normal- 
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Findings on 
Direct IF of 


IgG, IgM, and 


IgG and C3 


Findings on 
Electron 
Microscopic 
Examination 


Findings on 

Direct IF of 

Normal Skin 

IgG, IgM, 
and C3 to 
DE junc- 
tion 

IgG and C3 
to DE 
junction 


Lesions 


C3, to DET 
junction 


Sub-basement 
membrane de- 
posits 


to DE junc- 
tion 


IgG, IgA, IgM 


and C3 to 
DE junc- 
tion; IgG 
and IgM in 
vessels 





appearing skin was performed with fluo- 
rescence-conjugated antiserums to human 
immunoglobulins IgG, IgA, and IgM and 
complement components C3 and C4. In 
both normal and abnormal skin, a granular 
deposit of IgG and C3 was present at the 
DE junction. 

The patient responded to systemic 
administration of prednisone, 120 mg per 
day, and was clear of lesions in two weeks. 
She was then discharged, and the steroid 
therapy was tapered slowly during the 
subsequent 12 weeks. During the time 
steroid therapy was tapered, there was no 
recurrence of urticaria or erythema multi- 
forme. 

The patient has since been followed up in 
our clinic for more than a year. She has had 
several episodes of urticaria that required 
brief courses of prednisone therapy (Fig 4). 
On several occasions, the urticaria has been 
accompanied by arthralgias of the hands, 
wrists, and knees. Routine biopsy speci- 
mens of lesions have continued to show 
LCCV. Repeat direct IF of lesions and 
normal skin nine months after hospitaliza- 
tion showed granular deposits of immuno- 
globulin and complement at the DE junc- 
tion and in the walls of upper-dermal blood 
vessels. Electron microscopic study of 
lesions showed deposits beneath the DE 


junction compatible with immune com- 
plexes. 

A summary of the patient's clinical, sero- 
logie, immunohistologie, and histologic 
findings are recorded in Tables 1 and 2. As 
can be seen, multiple CH,, determinations 
during the course of her illness have been 
consistently low, and several determina- 
tions for circulating immune complexes 
have shown high levels both during the 
acute stage of her illness and during peri- 
ods of recurrent urticaria. There has been 
no evidence of abnormal renal function in 
this patient, and her illness has been 
consistently responsive to two three-week 
courses of tapered doses of oral predni- 
sone. 


COMMENT 


This patient presented a number of 
puzzling findings and a problem in 
diagnosis when first seen during the 
acute stage of her illness. Her overall 
course, however, has been similar to 
that of other patients described in the 
literature as "an unusual SLE-related 
syndrome," “hypocomplementemic 
vasculitis,” and “urticaria with vascu- 
litis.” The most distinctive features of 
these patients are chronic urticaria 
and vasculitis and evidence of an 
immune-complex disease including ar- 
thralgias, arthritis, circulating im- 
mune complexes, hypocomplementem- 
ia, occasional glomerulonephritis, and 
deposits of immunoglobulin and com- 
plement in kidneys, dermal vessels, 
and at the DE junction. 

A review of the reported cases 
reveals a spectrum of cutaneous and 
systemic disease and sufficient simi- 
larities in their courses to suggest a 
distinet clinical category of immune- 
complex disease of variable severity. 

In 1971, Agnello et al' published a 
report of patients whose serum con- 
tained precipitins to the purified first 
component of complement, Clq. Most 
of the precipitins were immune com- 
plexes of large size—19S. A few 
patients with lupus and one undiag- 
nosed patient with an “erythema 
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multiforme-like” rash had low-molec- 
ular-weight Clq precipitins (7S). Oth- 
er features of the undiagnosed case 
included hypergammaglobulinemia, 
depressed levels of early complement 
components Cl through C3, and 
normal levels of the late components 
C8 and C9. The patient’s skin disease 


was steroid-responsive. Agnello et al 


labeled the illness an “unusual SLE- 
related syndrome." 
In 1973, McDuffie et al" published 


. reports of four middle-aged women 


who had what they considered a 
previously undescribed illness charac- 
terized by urticaria and erythema 
multiforme-like lesions that showed 
LCCV. Other manifestations of the 
disease included arthritis, angioede- 
ma, and severe prolonged hypocom- 
plementemia. Antinuclear antibodies 
were either absent or present in low 
titers. The LE cell preparations were 
negative in all cases. Two patients 
developed mild renal disease, but only 
after several years following the onset 
of symptoms. Two of their patients 
had Clq precipitins in their serums. 

The authors thought that their 
patients had an immune-complex dis- 
ease distinct from SLE because the 
rash was atypical for lupus, LE cell 
preparations and antibodies to double- 
stranded DNA were negative, direct 
IF of skin showed normal findings in 
three of the patients in whom it was 
performed, and renal disease was 
absent or mildly present in the 
presence of prolonged hypocomple- 
mentemia. They labeled the disease 
“hypocomplementemic vasculitis.” 

In 1976, Agnello et al^? described an 
additional four patients with Clq 
precipitins, prolonged depression of 
complement levels, and mild renal 
involvement occurring late in the 
course of the disease.** Like the 
patients described by MeDuffie et al, 
they were middle-aged women with 
recurrent urticaria and erythema mul- 
tiforme-like eruptions, angioedema, 
arthralgias or arthritis, negative LE 
cell preparations, and negative or low- 
titer ANA test results. 

In addition to these cases, three 
other authors have described an addi- 
tional four patients with a strikingly 
similar illness." All four had typical 
skin involvement, all were middle- 
aged women, and all have manifested 
symptoms of a chronic immune- 
complex disease. The extent and 
severity of clinical findings varied, 
but none had positive LE preparations 
or ANA test results. All patients had 
depressed complement levels on re- 
peated testing during long periods of 


observation, and only one had evi- 
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dence of considerable renal disease, 
and then only after several years of 
follow-up. Direct IF examination of 
skin showed immune complexes at the 
DE junction in several of these 
patients. 

Tuffanelli* reviewed the findings of 
five patients whom he thought greatly 
resembled those described by McDuf- 
fie et al. All had negative ANA test 
results. Four of the five had low CH., 
levels, and three had immune com- 
plexes at the DE junction. Two of the 
patients had immune complexes dem- 
onstrated in renal biopsy specimens, 
but none had notable renal disease. All 
had recurrent urticaria and vasculitis. 
Although these patients were not 
described in great detail, they appear 
to have a similar immune-complex 
illness. 

In the past two years, two larger 
series of patients with urticaria and 
vasculitis have been reported."'" All 
have had recurrent urticarial lesions, 
and many have had a course very 
similar to that seen in patients with 
“chronic idiopathic urticaria.” Howev- 
er, unlike patients with idiopathic 
urticaria, histologic evaluation of skin 
lesions showed LCCV. An active 
inflammatory process in all but one of 
the patients was implied by an 
elevated ESR. Many of the patients 
have had arthralgias or arthritis, and 
a few have had mild glomerulonephri- 
tis. More than half have had a low 
CH,, level. A few have had cutaneous 
immunoglobulin and complement de- 
posits, but none have had positive LE 
preparations or antibodies to DNA. 
The majority of these patients have 
been middle-aged women. 

In the two series of patients 
described as having "urticaria with 
vasculitis,” a spectrum of clinical 
involvement has been present. Most of 
these patients were indistinguishable 
from patients with chronic idiopathic 
urticaria, but a few with more severe 
involvement had an illness resembling 
mild SLE; these cases were similar to 
previous cases reported as "hvpocom- 
plementemic vasculitis” and an "un- 
usual SLE-related syndrome." 

It would appear that the patients 
reported as having an "unusual SLE- 
related syndrome," "hypocomplemen- 
temic vasculitis," and "urticaria with 
vasculitis" clinically constitute an en- 
tity that has urticaria and LCCV as 
the only universal feature and may 
vary from a mild disease, resembling 
idiopathic urticaria, to a more severe 
illness, resembling SLE. It seems 
apparent that these cases represent a 
spectrum of immune-complex disease 
that is distinct from other recognized 


categories of vasculitis or connective 
tissue disease. In addition to cuta- 
neous lesions, these patients may have 
involvement of joints, kidneys, and a 
variety of other organs. Hypocomple- 
mentemia, cireulating immune com- 
plexes, and immunoglobulin and com- 
plement deposits in skin are also 
found in many patients. 

Urticaria as a manifestation of 
vasculitis associated with immune 
eomplexes is not an unusual occur- 
rence, and it has been reported with 
infectious mononucleosis,'' infectious 
hepatitis,"^'' and serum sickness." 
Furthermore, urticaria may be seen as 
part of a spectrum of cutaneous 
lesions in SLE," Henoch-Schonlein 
purpura,'* and essential eryoglobulin- 
emia with vasculitis." However, pa- 
tients with these illnesses may be 
distinguished from those with “urti- 
caria and vasculitis” on serologic or 
clinical grounds. 

Urticaria associated with infectious 
mononucleosis or infectious hepatitis 
may be diagnosed by tests for hetero- 
phile antibody or hepatitis-associated 
antigen and a less chronic course than 
is seen in “urticaria with vasculitis.” 
Serum sickness generally has a 
shorter course and results most com- 
monly from drug hypersensitivity. 
Urticaria associated with Henoch- 
Schonlein purpura and essential 
eryoglobulinemia is generally asso- 
ciated with palpable purpura; the urti- 
caria in essential cryoglobulinemia is 
provoked by exposure to the cold. 

Patients with urticaria and vasculi- 
tis and a lupus-like illness differ from 
those with SLE in a number of ways, 
including failure to meet The Ameri- 
can Rheumatism Association criteria 
for the diagnosis of SLE, absence of 
antibodies to double-stranded DNA, 
negative LE preparations, and mild or 
absent renal disease in the presence of 
frequently severe and prolonged hy- 
pocomplementemia. Though urticaria 
and erythema multiforme have been 
reported in SLE, they are not typical 
cutaneous manifestations of the dis- 
ease. Urticaria was present in 7% of 
one large series of patients with SLE, 
but was not the initial manifestation 
of the disease in any of those 
patients." 

The rashes described in most 
patients with urticaria and vasculitis 
have been referred to as urticaria-like 
because they are usually unlike "typi- 
cal urticaria,” which is pruritic, lasts 
less than 24 hours, and fails to show 
LCCV histologically. Most patients 
with urticarial vasculitis complained 
of either no symptoms or a burning 
sensation in lesions. The lesions 
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frequently persist for more than 24 
hours (up to several days). Sometimes 
the lesions show punctate purpura 
within areas of palpable, blanching 
erythema, and blisters have been 
noted in a few. However, a severe 
form of bullous erythema multiforme 
similar to the acute eruption in the 
patient described herein has not been 
previously reported. 

The evidence for immune-complex 
disease in patients with the SLE-like 
syndromes and “urticaria with vascu- 
litis" has been mostly indirect, but 
many have had one or more sugges- 
tive features including LCCV, arthral- 
gias or arthritis, glomerulonephritis, 
hypocomplementemia, and circulating 
immune complexes. The presence of 
complexes has been verified indirectly 
by such tests as the Clq precipitin 
reaction and Raji cell assay and 
directly by the findings of deposits of 
immunoglobulins and complement by 
direct IF and the presence of circulat- 
ing eryoglobulins in some patients. 

Of particular interest is the persis- 
tent and often severe depression of 
serum complement component levels, 
usually unassociated with substantial 
renal disease. This occurs uncommon- 
ly in patients with SLE, and may 
suggest a difference in the size or 
type of complexes formed.'* As noted 
by several authors, depression of early 
complement component levels has 
been more severe compared with the 
late components, a pattern typical of 
SLE nephritis'*"*; a greater reduction 
of early complement component levels 
has not been a consistent finding in 
patients with urticarial vasculitis, and 
many, like the patient described 
herein, have reduction in levels of all 
components. 

Although incompletely studied, the 
evidence suggests that complement is 
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being consumed by the classical path- 
way; however, a decrease in produc- 
tion of one or more components has 
not been excluded. Inherited deficien- 
cies of complement would appear to 
have been excluded either by study of 
individual components or by the 
observation that complement levels 
may approach normal values during 
periods of disease remission. 

Because of the frequently persis- 
tent hypocomplementemia, it has 
been difficult to correlate disease 
activity with levels of complement. 
This raises the question of whether 
low levels are the result of consump- 
tion by immune complexes or whether 
they have some role in susceptibility 
to the disease. Multiple complement 
determinations in the present patient 
during the course of a year showed 
persistent depression of the CH., 
level. On only one occasion did the 
CH,,, level approach normal, and this 
occurred after she had been receiving 
high doses of prednisone for more 
than six weeks. 

The incidence of urticaria with 
LCCV is not known. Our study of the 
literature reveals that the patients 
described by Agnello et al*' as having 
an "unusual SLE-related syndrome" 
were probably the first reported. 
Since then, at least ten additional, 
well-verified cases of SLE-like illness 
have been published. In the last one to 
two years, more than 30 cases of "ur- 
ticaria with vasculitis" have been 
reported. In addition to skin disease, a 
few of these patients have had a more 
generalized disease, similar to the 
patients with an SLE-like illness. 

On the basis of present data, it 
would be premature to consider all of 
these patients as having the same 
disease, but I find it clinically useful 
to recognize that a spectrum of 
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illnesses associated with urtitaria and 
vasculitis exists, and is probably 
distinct from SLE and chronic idio- 
pathic urticaria. Although the ulti- 
mate fate of such patients is still 
uncertain, it appears that their course 
differs from that of patients with 
SLE and chronic urticaria, being more 
benign than the former in most cases” 
and possibly less benign than the 
latter. 

It is the belief of authors who have 
published reports of this illness that ` 
all patients who initially manifest 
urticaria should be investigated for 
evidence of immune complex disease. 
Indeed, in one prospective study of 72 
patients with chronic urticaria admit- 
ted to a referral hospital, ten were 
found to have the syndrome of “urti- 
caria with vasculitis." It is unneces- 
sary to perform a biopsy on all 
patients with urticaria, since an 
elevated ESR should serve to identify 
most patients with vasculitis.'^ 

We believe that these SLE-like 
illnesses and "urticaria with vasculi- 
tis” may represent the clinical ex- 
tremes of an immune-complex illness 
separable from other existing disor- 
ders and distinguished by the charac- 
teristic findings of LCCV and urticar- 
ia. The relationship of these illnesses 
to other causes of immune-complex 
disease will require considerably more 
data collection and inquiry into the 
antigens and mechanisms responsi- 
ble for the disease. 
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Laser Surgery for Blue Rubber Bleb Nevus 


Thomas G. Olsen, MD; Stephen K. Milroy, MD; Leon Goldman, MD; James P. Fidler, MD 


€ A 21-year-old man has had extensive 
cutaneous and visceral manifestations of 
the blue rubber bleb nevus syndrome 
since birth. Surgical therapy with the 
carbon dioxide laser was successful in 
removing 225 skin hemangiomas without 
recurrences or complications such as 
hemorrhage and infection. The cosmetic 
and follow-up results have been excel- 
lent. 

(Arch Dermatol 115:81-82, 1979) 


Sin Gascoyens’ original descrip- 
tion in 1860, and since Bean 
defined the entity in 1958, fewer than 
25 eases of blue rubber bleb nevus 
syndrome have appeared in the world 
literature.^ While the authors of 
these articles present various clinical 
and histological features of the dis- 
ease, treatment is not discussed 
except for brief references to cryo- 
therapy, sclerosing solutions, and ex- 
cisional surgery.** 

It is of interest to present a patient 
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Fig 1.—Multiple intracutaneous and sub- 
cutaneous hemangiomas involving the 
foot. 
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with the blue rubber bleb nevus 
syndrome in which 225 hemangiomas 
were removed by the carbon dioxide 
laser. The essential features were 
excision without recurrences, minimal 
blood loss, and good cosmetic results. 
This case is important because it 
represents the follow-up of the first 
patient with blue rubber bleb nevus 
syndrome to be treated with laser 
therapy; it emphasizes the need for a 
successful therapeutic protocol when 
one encounters a patient with this 
cosmetically disfiguring and poten- 
tially lethal syndrome; and it points 
out the only suecessful therapy for 
this condition to date.* 


REPORT OF A CASE 


A 21-year-old man has had multiple 
cavernous hemangiomas involving his en- 
tire skin surface since birth. No other 
family members are similarly affected. 
Severe involvement of the right foot and 
ankle with these tumors resulted in below- 
the-knee amputation at the age of 3. At 
age 5, the patient developed recurrent 
episodes of bleeding from  cavernous 
hemangiomas in the intestine. Blood loss 
necessitated transfusions at two-month 
intervals. At age 10, portions of the 
patient's ileum and colon were removed in 
an effort to stop the source of bleeding. 
Concomitant with this abdominal surgery, 
various hemangiomas of the skin were 
treated by electrodesiccation, scalpel exci- 
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sion, and cryosurgery. These modalities 
were unsuccessful, as numerous lesions 
recurred or healed with hypertrophic scar 
formation. 

Four months later, in the Laser Labora- 
tory of the Medical Center of the Universi- 
ty of Cincinnati, the patient had numerous 
lesions treated with ruby, argon, and 
carbon dioxide lasers with control lesions 
treated by local excision and high-frequen- 
cy electrosurgery. These initial investiga- 
tive.studies were reported.* Because of the 
success of these procedures on smaller 
lesions, extensive laser surgery under 
general anesthesia was recommended. 

In July 1973, the patient was admitted to 
Cincinnati General Hospital for the first of 
three admissions for continued laser thera- 
py. Examination showed hundreds of 
hemangiomas involving the skin and 
subcutaneous tissue (Fig 1). The lesions 
ranged in size from a pinhead superficial 
lesion to deep, 2-em nodular lesions. The 
color varied from a red to deep purple. 
Several of the lesions were flat, some 
sessile, and others pedunculated. The 
entire body, with the exception of the scalp 
and periungual areas, was involved, includ- 
ing the buccal mucosa and sublingual 
areas. Several of the lesions were com- 
pressible and emptied on diascopy. The 
lesions were not painful and there was no 
supralesional hyperhidrosis. On the back 
were numerous, small, pliable, white sears 
from previous laser treatments. Unlike the 
control areas of scalpel excision and elec- 
trosurgery, no recurrences were observed 
in the laser-scarred areas. The histologic 
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Fig 2.—Hemangioma shows widely dilated vascular spaces (hematoxylin-eosin, original 


magnification X 60). 
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Fig 3.—Vascular lumens lined by a single endothelial cell layer 
(hematoxylin-eosin, original magnification x 350). 


findings from several representative tu- 
mors showed clusters of widely dilated 
vascular spaces lined by a single layer of 
endothelial cells supported by a thin wall of 
fibrous connective tissue (Fig 2 and 3). 
Pertinent laboratory data were as follows: 
hemoglobin level, 6.1 g/dl; hematocrit read- 
ing, 21.7%; platelet count, 191,000; and re- 
ticulocyte count, 5.0%. A peripheral smear 
showed hypochromic-microcytic RBC mor- 
phology. The serum iron level was 45 mg/dl 
(normal, 40 to 160 mg/dl); total iron-bind- 
ing capacity was 321 mg/dl (normal, 265 to 
350 mg/dl) with a saturation of 14% 
(normal 20% to 50%). The patient’s anemia 
was consistent with chronic blood loss. 
Upper and lower gastrointestinal studies 
to find the source of blood loss were unsuc- 
cessful, albeit stools were intermittently 
hematest positive. The patient refused 
endoscopic examination. Other laboratory 
values, including determinations of Aus- 
tralia antigen, computerized blood chemis- 
try studies, electrolytes values, chest roent- 
genogram, and ECG were normal or 
negative. 

In June 1973, approximately 20 heman- 
giomas were excised by the carbon dioxide 
laser without complications and with mini- 
mal blood loss. Laser surgery with the 
carbon dioxide laser again was performed 
in August 1974 and July 1975, with removal 
of 100 and 125 hemangiomas, respectively, 
from the anterior portion of the trunk, 
back, face, and right leg. Many of the 
lesions were sutured, while others healed 
by secondary intention. The total esti- 
mated blood loss from these procedures 
was only 75 ml! His postoperative course 
was uneventful. In contrast to other surgi- 
cal methods of excision, electrodesiecation, 
and cryotherapy, the laser-treated areas 
have not recurred and have healed with 
supple scar formation (Fig 4). 


COMMENT 


Treatment has largely been ignored 
in discussions of the blue rubber bleb 
nevus syndrome. Like so many un- 
usual and rare disease entities, the 
dearth of patients often precludes the 


82 Arch Dermatol—Vol 115, Jan 1979 


> $ Re be s | EB 














Fig 4.—Numerous blue hemangiomas of varying morphology 
covering entire back. Arrows indicate laser-treated hemangiomas 


with residual hypopigmented scar. 


establishment of successful thera- 
peutie protocols. Our patient repre- 
sents a further contribution to the 
literature of the blue rubber bleb 
nevus syndrome. However, the impor- 
tance of this report of a case is that 
laser surgery can provide a safe and 
effective means to treat multiple 
hemangiomas of the skin. 

Prior to the three laser procedures, 
our goal was to eliminate multiple 
lesions at a low risk to the patient. 
Cryotherapy and scalpel excision un- 
der local anesthesia had been aban- 
doned as therapeutic modalities be- 
cause the tumors were too extensive 
and the patient's pain threshold had 
diminished. In addition, previously 
treated lesions had either recurred or 
hypertrophic scars were the end 
cosmetic result. The risk-to-benefit 
ratio using general anesthesia to treat 
a cosmetie problem was discussed. 

Recent statistics indicating that 
there was no morbidity or mortality 
following 1,125 vaginal hysterecto- 
mies provided evidence that anesthe- 
sia risk is low in uncomplicated cases.“ 
We believed that general anesthesia 
was indicated because the case repre- 
sented more than just a single cosmet- 
ic defect. Rather, the hemangiomas 
involved a large percentage of the 
total body surface area, including 
weight- and trauma-bearing surfaces 
such as the feet and penis. Further- 
more, because of the peduneulated 
nature of certain lesions, minor trau- 
ma had frequently induced bleeding 
and secondary infection. No existing 
form of therapy using local anesthesia 
could even be considered as palliative 
in this clinical setting. 

Using general anesthesia and the 
carbon dioxide laser, approximately 
229 tumors were removed over a two- 
year period in three separate staging 


procedures. The patient tolerated all 
the procedures well, experiencing lit- 
tle diseomfort postoperatively. The 
negligible total blood loss of 75 to 100 
ml from the three procedures, and the 
absence of postoperative infection, 
dramatieally emphasizes the safety 
and efficiency of the carbon dioxide 
laser. Cosmetically, treated areas 
healed with pliable hypopigmented 
scars and no recurrences have been 
recorded to date. 

Investigative laser therapy is lim- 
ited to certain centers in the United 
States, Europe, and Russia. The 
carbon dioxide laser has been used 
also in the excision of angiomas of the 
tongue in which hemorrhage is often 
extensive with scalpel surgery.*'^ We 
think that the carbon dioxide laser 
should be recognized as the treatment 
of choice for the blue rubber bleb 
nevus syndrome. Further laser surgi- 
cal procedures are planned because of 
the successful outcome of this thera- 
py. 
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Cutaneous Metastatic Carcinoma and 


Elephantiasis Symptomatica 


Patrick J. Lillis, MD, Richard L. Zuehlke, MD 


€ An elderly man had elephantiasis of a 
lower extremity that was partially covered 
with verrucose papules, but also had 
sharply delineated islands of normal- 
appearing skin. Biopsy showed cuta- 
neous metastases to be responsible, at 
least in part, for the clinical appearance. 
Patients with elephantiasis with ' skipped 
areas" should be suspected of having 
cutaneous metastatic malignant neo- 
plasms. 

(Arch Dermatol 115:83-84, 1979) 


lephantiasis refers to a dramatic 
enlargement of a part or region 
of the body. Usually it implies a 
lymphatic basis for the enlargement, 
but occasionally the word "elephantia- 
sis" is used when there is a consider- 
able increase in size due to a neurofi- 
broma (elephantiasis neuromatosa) or 
vascular abnormalities (elephantiasis 
telangiectoides). 

According to Castellani,’ lymphede- 
matous elephantiasis may be arbi- 
trarily categorized into four etiologic 
groups: (1) caused by filarial infesta- 
tion (elephantiasis tropica); (2) caused 
by recurrent bacterial cellulitis and 
lymphangitis resulting in obstruction 
of lymph vessels (elephantiasis nos- 
tras); (3) caused by lymph node abnor- 
malities such as infection, neoplastic 
infiltration, surgical abscence, and so 
on (elephantiasis symptomatica); and 
(4) caused by developmental aplasia, 
hypoplasia, or dilation (elephantiasis 
congenita). Other etiologic factors not 
included in this classification are pres- 
sure and irradiation."'»"?» 

Patients who have long-standing 
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Iymphatie abnormalities may develop 
impressive cutaneous changes referred 
to as "elephantiasis nostras verruco- 
sa," “mossy foot," “lymph- 
edematous keratoderma,’”'"''*'’ and 
“lymphostatic verrucosis."'"'^" The 
skin in the areas of lymph sta- 
sis becomes thickened and develops 
irregular plaques with hyperkeratot- 
ic projections and smooth sessile 
papillomas. Bacteria and fungi 
may be secondary etiologic factors 
in the evolution of this clinieal ap- 
pearance, but all changes can be due 
entirely to lymphatic — obstruc- 
hone" 

Unilateral, adult-onset lymphedema 
strongly suggests an underlying neo- 
plasm. In men, carcinoma of the pros- 
tate is the most common tumor, and in 
women, carcinoma of the genital tract 
and lymphoma are the most common 
associated malignant neoplasms.’ 

We recently cared for a man who 
initially appeared to have elephantia- 
sis solely as a result of metastatic 
infiltration of the lymphatic system. 
Further evaluation disclosed that the 
dramatic enlargement and hyperkera- 
totic nodular thickening of his skin 
was partially caused by adenocarcino- 
ma that had metastasized to his 
skin. 


REPORT OF A CASE 


A 77-year-old man noted the onset of 
noninflammatory swelling of his right 
knee. A few weeks later he developed an 
asymptomatie erythematous eruption in 
the same area. The swelling and redness 
extended proximally and distally over the 
succeeding months and eventually involved 
most of the right lower extremity, penis, 
scrotum, and lower portion of the abdomen. 
During this time, the erythematous areas 
began to develop a hyperkeratotic nodular 
appearance. Nine months after the onset of 
these changes, he sought medical attention 
and was admitted to the hospital. His only 
other complaints on admission were short- 


ness of breath, which had been progressive 
over the previous few months, and right 
leg weakness. 

The physical examination showed a 
lethargie, obese, unkempt man with normal 
vital signs. On the left leg there was 
pitting edema from the midthigh to the 
end of the toes. The right lower extremity 
exhibited severe swelling and a verrucose 
encasement extending from the instep to 
the umbilicus. There was a sharp demarca- 
tion at the umbilicus that had the distribu- 
tion of a "spica cast" (Fig 1 and 2). The 
individual verrucose papules were 2 mm to 
2 em in diameter, hyperkeratotic, and 
brownish-vellow (Fig 3). There was an area 
of sparing on the posterior aspect of the 
right thigh in addition to the sparing of the 
distal portion of the right foot (Fig 4). A 
firm 2 x 2-em nodule was present in the 
right axilla. The chest was dull to percus- 
sion, and there were diffuse, bilateral, basi- 
lar rales. His abdomen was obese, soft, and 
nontender without masses or organomega- 
ly. Findings on initial rectal examination 
were unremarkable with guaiac-negative 
stool. 

Biopsy specimens of the verrucose area 
on the abdomen and right leg demon- 
strated large nests of moderately atypical 
metastatic adenocarcinoma in the dermis. 
Overlying the metastatic carcinoma was 
papillomatosis, acanthosis, and hyperkera- 
tosis (Fig 5 and 6). The right axillary node 
was also found to contain moderately 
differentiated metastatic adenocar- 
cinoma. 

Chest roentgenograms showed cardio- 
megaly with pulmonary vascular engorge- 
ment and bilateral pleural effusions. Intra- 
venous pyelography was normal except for 
bladder outlet obstruction. A barium ene- 
ma demonstrated an area of narrowing in 
the proximal sigmoid colon, and an upper 
gastrointestinal examination with a small 
bowel follow-through suggested the pres- 
ence of a pelvic mass because of persistent 
elevation of the small bowel above the bony 
pelvis. Sigmoidoscopy disclosed a necrotic 
fungating lesion, 8 em proximal to the 
rectum. A biopsy specimen of this mass 
was interpreted as moderately differen- 
tiated adenocarcinoma. 

The patient died three months after his 
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Fig 1.—Verrucose encase- 
ment of right lower extremity 
with sharp demarcation near 
umbilicus in a "spica cast" 
pattern. 
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Fig 3.—Close-up of cuta- 
neous metastases illustrates 
verrucose nodular appear- 
ance. 
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Fig 5.—Large nests of meta- 
static adenocarcinoma in 
dermis (hematoxylin-eosin, 
original magnification x 10). 
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Fig 2.—Cutaneous metastases with verru- 
cose nodular appearance shows sharp 
demarcation near umbilicus. 





Fig 4.—Relative sparing of 
right foot. 





Fig 6.—Metastatic adenocarcinoma shows 


moderate atypicality (hematoxylin-eosin, 
original magnification X 160). 
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admission to the hospital. Autopsy showed 
the adenocareinoma of the rectosigmoid^ 
colon with metastases to the lungs, liver, 
right kidney, adrenals, hilar and retroperi- 
toneal lymph nodes, and the skin of the 
right leg and lower part of the abdomen. 
There was no metastatic carcinoma in the 
inguinal or iliac lymph nodes. Pulmonary 
emboli, bilateral focal bronchial pneumo- 
nia, and a renal medullary interstitial cell 
tumor were also found at autopsy. 


COMMENT 


We thought the initial clinical 
presentation of this patient was most 
consistent with a diagnosis of ele- 
phantiasis symptomatica secondary to 
malignant blockage of the inguinal 
lymphaties with resultant chronic 
lymphedema. Metastases were not 
present in the inguinal or iliac nodes, 
but were present in the retroperiton- 
eal nodes. The metastatic infiltration 
of the retroperitoneal nodes was prob- 
ably responsible for lymphedema and 
some of the swelling of the legs. It is 
also likely that the retroperitoneal 
nodal metastases resulted in enough 
dilation of lymphatic channels to 
make the valves incompetent and to 
allow the malignant cells to move in a 
retrograde direction and infiltrate the 
skin. Biopsy demonstrated that the 
cutaneous changes were partially 
caused by cutaneous metastatic infil- 
tration. The absence of involvement 
of the right foot and right posterior 
aspect of the thigh may have been due 
to external pressure, eg, shoes and 
sitting. External pressure from his 
belt might explain the sharp demarca- 
tion at the waist. The dermis has a 
superficial lymphatic plexus without 
valves that sends blind ends into the 
papilla. This is connected by many 
anastomoses with a wider deep plexus 
with a few valves.’ Because of the 
superficial location of these lympha- 
tics, only minimal external pressure is 
necessary to block the lymph flow in 
these vessels. Usually elephantiasis 
symptomatica does not show islands 
of sparing. Patients with elephantia- 
sis and cutaneous changes that have 
“skipped areas” should be suspected 
as possibly having cutaneous meta- 
static carcinoma. 
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Localized Eosinophilic Fasciitis 


MAJ George P. Lupton, MC, USA, LTC Detlef K. Goette, MC, USA 


€ Two patients developed an erythema- 
tous, rock-hard induration of their fore- 
arms after strenuous physical activity. 
Peripheral eosinophilia was noted in one 
patient, but hypergammaglobulinemia 
was absent. Systemic corticosteroid treat- 
ment resulted in remarkable involution of 
the process in one patient, while the other 
experienced spontaneous involution. The 
histologic changes were those of eosino- 
philic fasciitis. 

(Arch Dermatol 115:85-87, 1979) 


Hobo fasciitis, an entity 
initially described by Shulman' 
in 1974, is a scleroderma-like disease 
characterized by diffuse induration of 
the skin on the extremities and trunk 
without visceral involvement or Ray- 
naud's phenomenon. Eosinophilia and 
hypergammaglobulinemia are com- 
monly observed laboratory findings 
while the antinuclear antibody reac- 
tions remain negative. Although the 
cause is unknown, the onset is 
commonly preceded by excessive 
physical exertion.'* The disease gen- 
erally has a good prognosis and 
responds favorably, albeit slowly, to 
systemic corticosteroid therapy. Spon- 
taneous remissions are known to 
occur.’ 

To our knowledge, all reported 
cases'* have shown diffuse, usually 
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bilateral, involvement of the extremi- 
ties, trunk, and, occasionally, the 
face." This description prompted Shul- 
man to refer to this entity as "diffuse 
fasciitis with eosinophilia.” 

We describe two patients with 
histories, symptoms, histopathologic 
changes, and courses characteristic of 
eosinophilic fasciitis. However, both 
patients had unilateral involvement of 
the forearm. 


REPORT OF CASES 


Case 1.—A 53-year-old woman was seen 
in October 1977 with a three-month history 
of soreness and gradual induration of her 
right forearm. In February 1977, she had 
experienced moderate fatigue accompa- 
nied by generalized muscle aches and 
weakness. A physical examination two 
months later showed no abnormal findings, 
and the following laboratory data then 
were normal or negative: ESR, complete 
blood cell count (CBC), electrolyte determi- 
nations, multiphasie chemical autoanalyzer 
screening, thyroid function tests, fluores- 
cent antinuclear antibody test, and rheu- 
matoid factor test. Her generalized muscle 


aches, weakness, and fatigue abated in 
May 1977. One month later the patient 
exhausted herself hanging wallpaper in 
her home. In July 1977, she gradually 
noticed a reddish discoloration and indura- 
tion of her right forearm preceded by mild 
aching. She also complained of occasional 
bilateral ankle swelling. She denied fever, 
arthralgias, or symptoms of Raynaud’s 
phenomenon. 

On examination, 
showed moderate erythematous swelling, 
and the skin was rock-hard and bound 
down to the underlying tissue (Fig 1). 
Movement at the elbow was unimpaired. 
Results of the remainder of the physical 
examination were unremarkable. Labora- 
tory tests showed that the WBC count was 
10,800/cu mm, the differential count 
showed a 9% eosinophilia, and the absolute 
eosinophil count was 972/cu mm. Results of 
the fluorescent antinuclear antibody test 
and the VDRL test for syphilis were nega- 
tive. The ESR was 24 mm/hr. Serum 
protein electrophoresis was normal. Levels 
of IgG, IgA, and IgM were normal. Total 
hemolytic complement was elevated at 350 
units/ml (normal, 44 to 168 units/ml). 
Cryoglobulins were negative. X-ray film of 
the arms and hands disclosed no abnormal- 


Fig 1.—Right forearm showing erythematous swelling. 
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Fig 2.—Lower reticular dermal collagen appears edematous and 
washed-out (hematoxylin-eosin, original magnification x 35). 


ity of the soft tissue, bones, or cartilage. 

A deep elliptical biopsy of the right 
forearm and, subsequently, a skeletal 
muscle biopsy of the right forearm to 
determine possible muscle involvement 
were performed. 


Histopathology 


On the sections stained with hematoxy- 
lin-eosin, the epidermis and upper dermis 
appeared normal apart from mild solar 
elastosis. In the lower reticular dermis, the 
collagen was edematous and appeared 
washed out (Fig 2). The subcutaneous fat 
was mostly replaced by a thick layer of 
horizontally oriented polarizing connective 
tissue and fibrocytes merging with the 
fascia (Fig 3), which was at least four times 
as thick as the entire epidermis and 
dermis. In between the horizontally 
oriented collagen bundles were spindle- 
shaped, dense aggregates of inflammatory 
infiltrate composed of lymphocytes, plas- 
ma cells, histiocytes, and occasional eosino- 
phils. 

The skeletal muscle biopsy specimen 
showed extensive myofiber degeneration, 
severe inflammation with a mild eosinophil 
component, and focal scarring. Direct 
immunofluorescence examination showed 
positive basement membrane staining— 
sarcolemmal pattern—with labeled anti- 
body to IgG and IgM. Staining was nega- 
tive for IgA, C3, and fibrinogen. 


Course 


The patient was started on a regimen of 
prednisone, 40 mg daily, on Nov 5, 1977. On 
Nov 22, the CBC demonstrated a WBC 
count of 11,300/cu mm with 88% polymor- 
phonuclear leukocytes, 10% lymphocytes, 
and 2% monocytes. The eosinophilia had 
resolved, and the ESR was 13 mm/hr. A 
second CBC a month later showed no eosi- 
nophilis present in the differential count. 
A gradual improvement has occurred in the 
patient’s right forearm with substantial 
decrease of swelling and erythema after 
two months of prednisone therapy. The 
skin continues to be quite indurated and 
bound down. 
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Case 2.—A 58-year-old man had a one- 
week history of pain and swelling of the 
left forearm, which he had treated with 
cool compresses. The skin over the left 
forearm had become tight, limiting the 
elbow’s mobility. The patient denied fever, 
chills, joint pains, or Raynaud’s phenome- 
non. He had no recollection of insect bites, 
but had labored strenuously in his trailer 
park. 

On examination, the left elbow and the 
adjacent one third of the extensor surface 
of the forearm showed moderate erythema 
and swelling, and mild pressure tender- 
ness. The extension of the elbow was 
limited to approximately 180°. No epitroch- 
lear or axillary adenopathy was present. 

A tentative diagnosis of cellulitis was 
made, and the patient was treated with 250 
mg of erythromycin every six hours for 
nine days. 

Sixteen days later, severe induration, 
swelling, and dusky erythema of the left 
forearm distal to the elbow persisted. The 
involved area was rock-hard, immobile, and 
adherent to the underlying bone. Elbow 
extension was limited. No bony abnormali- 
ties or soft tissue clacification was present 
on roentgenogram. A CBC was not 
obtained and VDRL and FTA-ABS tests 
were nonreactive. 

A 4-cm excisional biopsy extending into 
the fascia was performed to rule out 
pseudosarcomatous fasciitis. 


Histopathology 


On sections stained with hematoxylin- 
eosin, the epidermis, papillary, and upper 
reticular dermis were normal except for 
mild to moderate perivascular round cell 
inflammatory infiltrate. The lower dermis 
appeared edematous and washed out with 
prominent focally dense perivascular in- 
flammatory infiltrate consisting of lym- 
phoid cells, plasma cells with occasional 
polymorphonuclear neutrophil leukocytes, 
and eosinophils. The subcutaneous fat 
tissue was obliterated by mostly horizon- 
tally oriented, polarizing connective tissue 
of remarkable thickness. Scattered 


Fig 3.—Subcutaneous fat replaced by thick layer of horizontally 
oriented polarizing connective tissue (hematoxylin-eosin, original 
magnification x 100). 


throughout the proliferative connective 
tissue, mostly in perivascular spindle- 
shaped arrangement, were smaller and 
larger areas of inflammatory lymphoid cell 
aggregates that, in some areas, consisted 
almost exclusively of plasma cells. Scat- 
tered in these infiltrates were macro- 
phages and occasional eosinophils that 
were focally prominent. The vessels were 
unremarkable, apart from occasional endo- 
thelial swelling. These findings were inter- 
preted as consistent with eosinophilic 
fasciitis. 


Course 


The patient was followed up regularly. 
His condition cleared completely in eight 
weeks without residual elbow impairment 
and without specific treatment. The 
patient has had no recurrences or impair- 
ment during an 18-month follow-up peri- 
od. 


COMMENT 


Our patients illustrate a localized 
form of the normally diffuse process 
of eosinophilic fasciitis. Both patients 
experienced localized swelling, erythe- 
ma, and rock-hard induration follow- 
ing strenuous physical activity. One of 
them had a prominent peripheral eo- 
sinophilia but lacked the commonly 
found, although hitherto unexplained, 
IgG hypergammaglobulinemia as pre- 
viously noted in another case.’ Its 
absence may be related to the local- 
ized involvement in our patient. Our 
second patient was seen prior to our 
awareness of the entity of eosinophilic 
fasciitis and appropriate laboratory 
studies were not obtained. However, 
the histopathologic findings in both 
patients were identical to those pre- 
viously reported in this condition.'* 
Muscle involvement as noted by Rod- 
nan et al^ was seen in our patient on 
histologic examination, and direct 
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immunofluorescence demonstrated 
IgG and IgM deposition at the sarco- 
lemmal membranes. Fibrinogen and 
C3 were absent. The clinical course of 
our patients corresponded to previous- 
ly recorded cases. Spontaneous re- 
mission was observed by Rodnan et 
al^ Generally, eosinophilic fasciitis 
gradually resolves with mild to moder- 
ate doses of systemic corticosteroid 
treatment over a period of several 
months. 

Our patients’ localized eosinophilic 
fasciitis paralleled Shulman's cases’? 
in their history, symptoms, clinical 
appearance, histologic findings, and 
course, and only differ in the limited 
extent of their disease. 

Some conditions initially seen as 
localized, firm erythematous indura- 
tions of the skin include morphea- 
scleroderma, nodular fasciitis, and 
necrotizing fasciitis and must be 
considered in the differential diag- 
noses. 


l. Shulman L: Diffuse fasciitis with hyper- 
gammaglobulinemia and eosinophilia: A new 
syndrome? J Rheumatol 1:46, 1974. 

2. Shulman LE: Diffuse fasciitis with eosino- 
philia: A new syndrome? Trans Assoc Am Physi- 
cians 88:70-86, 1975. 

3. Schumacher HR: A scleroderma-like syn- 
drome with fasciitis, myositis, and eosinophilia. 
Ann Intern Med 84:49-50, 1976. 

4. Gray RG, Poppo MJ: Eosinophilic fasciitis: A 
scleroderma-like illness. JAMA 2377:529-530, 
1977. 
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Scleroderma is usually associated 
with Raynaud's phenomenon, shows 
telangiectasia, and has a high inci- 
dence of antinuclear antibodies, but 
does not respond to therapy. Morphea 
heals with atrophic scarring and is 
also unresponsive to therapy, contrary 
to eosinophilic fasciitis Also, mor- 
phea and scleroderma can usually be 
differentiated from eosinophilic fas- 
ciitis histologically by thickening of 
the dermis and replacement of the 
subcutaneous tissue by connective 
tissue and the prominent thickening 
of mainly the fascia in eosinophilic 
fasciitis. The inflammatory infiltrate, 
which consists of lymphocytes, histio- 
cytes, plasma cells, and, at times, of 
eosinophilis, is not helpful in the dif- 
ferentiation of either condition.'** 

Nodular fasciitis'" is seen as a soli- 
tary, rapidly growing, sometimes 
painful, subcutaneous nodule of 1 to 2 
em in size, and mostly occurs on the 
forearm. The tumor does not regress 
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spontaneously nor is it responsive to 
corticosteroids. Excision is curative 
and histologically shows an alarming 
pseudosarcomatous appearance, dis- 
tinct from the histologic picture of 
eosinophilic fasciitis." 

Necrotizing fasclitis" is an infec- 
tious process characterized by fever, 
pain, toxemia, and eventual skin 
necrosis if not recognized early and 
treated with antibioties and debride- 
ment." 

Other conditions such as sclerede- 
ma, panniculitis, erythema nodosum, 
or cellulitis have distinguishing his- 
toric, clinical, and histologic features 
that should allow rapid differentiation 
from eosinophilic fasciitis. 

Our two cases suggest that there is 
a localized form of eosinophilic fascii- 
tis that conforms to the criteria estab- 
lished by Shulman’? for the diffuse 
form of the disease. 
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6/22/72 — Prior physical 
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examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
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of Efudex (fluorouracil) 
5% Cream. 
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7/27/72—During the 
month following initiation 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


9/14/72—Thé patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 
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[ Efudex (fluorouracil 
.. Offers a predictable sequence - 


of therapeutic response 


E Efudex provides a cosmetically satisfying alternative 


to conventional therapy. Incidence of scarring is low, of par- 
ticular importance when treating multiple facial lesions. 

E Efudex therapy is convenient, effective and has shown 
a high degree of safety... systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 


- 590 STRENGTH INDICATED 
FOR SUPERFICIAL 
BASAL CELL CARCINOMA 


Management of superficial basal cell 


carcinoma is often complicated by mul- 
tiple lesions which may extend over 
large areas of the body. Conventional 
treatments such as surgical or radiation 
therapy are still preferred for single 


Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conven- 
tional methods are impractical, such as with multiple le- 
sions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in 


$ other types of basal cell carcinomas. Conventional tech- 
5% Cream, 29oand 


niques preferred for isolated, easily accessible lesions, as 
O B 
Ef u 5% Solutions 


- fluorouracil/Roche 


about 93%. 
Contraindications: Patients with known hypersensitivity to 
any of its components. 
Warnings: If occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
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THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 


lesions or those in easily accessible 
locations. However, topical chemo- 
therapy with Efudex (fluorouracil) 5% 
can be used for the treatment of multiple 
superficial lesions as well as for difficult 
treatment sites. Although during treat- 
ment with Efudex the lesions and some 
of the surrounding skin may become in- 
flamed and blistered temporarily, final 
results are cosmetically gratifying. 





longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 
Precautions: |f applied with fingers, wash hands im- 
mediately. Apply with care near eyes, nose and mouth 
Solar keratoses failing to respond should be biopsied. Warn 
patients that treated area may be unsightly during therapy 
and sometimes for several weeks after. Perform follow-up 
biopsies in superficial basal cell carcinoma 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness, tenderness, suppuration, 
scaling and swelling. Also reported —insomnia, stomatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 
eel eeu and eosinophilia 

osage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas —apply sufficient quantity (only 596 strength 
recommended) to cover lesions, twice daily. Continue 
treatment for at least 3 to 6 weeks, but possibly as long as 
10 to 12 
How Supplied: Solution, 10-m! drop dispensers containing 
2% Or 5% fluorouracil on a weight/weight basis. Cream 
25-Gm tubes containing 5% fluorouracil in a vanishing 
cream base 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, New Jersey 07110 
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For itching and redness due to inflammation caused by corticosteroid-responsive dermatosis 
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Gordran® and Cordran* SP 
flusapdrenolide 


Cordran* Tape 
flurandrenolide tape 


Brief Summary. Consult the package literature 
».. for prescribing information. 


Description: Cordran is a potent corticosteroid 
^ intended for topical use 


eActions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions 
Evaporation of water from the lotion vehicle 
produces a cooling effect often desirable in treat- 
ment of acutely inflamed or weeping lesions 
The tape serves as both a vehicle and an occlu- 
sive dressing and its retention of insensible 
perspiration results in hydration of the stratum 
corneum and improved diffusion of the medica- 
tion. The skin is protected from scratching, rub- 
bing, desiccation, and chemical irritation The 
tape acts as a mechanical splint to fissured skin, 
and since it prevents removal of the medication 
" by washing or the rubbing action of clothing, it 
provides a sustained action. 


Indications: For relief of the inflammatory mani- 
festations of corticosteroid-responsive derma- 
toses. Cordran Tape is indicated particularly for 

r dry, scaling localized lesions. The lotion form is 
especially advantageous in the treatment of 
acutely inflamed lesions 


Contraindications: Topical corticosteroids are 
contraindicated in patients with ahistory of hyper- 
sensitivity to any of the components ofthese 
preparations 

Use of Cordran Tape is not recommended for 
lesions exuding serum or in intertriginous areas. 


Precautions: |f irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 


In the presence of an infection, an appropriate s | h d 
antifungal or antibacterial agent should be used. econoi' ] ] ICa | ] et O 
If a favorable response nye not occur diss ! 
the corticosteroid should be discontinued unti f 
the infection has been adequately controlled O p e r / ] ] d n en t 

If extensive areas are treated or if the occlusive : 
technique is used, there will be increased sys- h l 
temic absorption of the corticosteroid, and suit- dl r r Cy ] OVa 23! 
able abere om should be taken, particularly in 

w children and infants f f. | b d 

Although topical corticosteroids have not been r Ol ] ] ace / CES / O y 

reported to have an adverse effect on human 


pregnancy, the safety of their use on pregnant 
women has not been absolutely established. In 
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These products are not for ophthalmic use 


Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 


costeroid formulations: acneform eruptions, * s i ^ 
allergic contact dermatitis, burning, dryness, fol- Battery operated instrument self 
liculitis, hypertrichosis, hypopigmentation, irrita- sterilizes when current flows. 
gi ae perioral dermatitis. i | 

e following may occur more frequently with ? : 
occlusive dressings (such as Cordran Tape) e Patented self correcting needle. 


maceration of the skin, miliaria, secondary infec- 

tion, skin atrophy, striae. - @ No-puncture safety feature helps 
In addition, the tape vehicle may cause purpura inf . 

and stripping of the epidermis prevent infection. 


Administration and Dosage: For moist lesions, a m 
small quantity of the cream or lotion should be e Proved clinically safe i 
rubbed gently into the affected areas two or three , 
times a day. For dry. scaly lesions, the ointment is (report on request). 
applied as athin filmto affected areas twoor three 
times daily 
Replacement of the tape every 12 hours pro- 
duces the lowest incidence of adverse reactions, 
but it may be left in place for 24 hours if it is well 
tolerated and adheres satisfactorily. When neces- = æ æ æ FOR PHYSICIAN ORDERING m um um um 
sary, the tape may be used at nighttime only and re -J 
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AMA UPDATE 


SERVICES 


AMA Insurance Programs— The AMA offers an outstand- 
ing portfolio of insurance protection designed specifically 
for AMA members and their families. These group plans 
provide substantial coverage at a cost considerably lower 
than what you would have to pay on an individual basis. 
The programs include: 


Group Life Insurance—Available in amounts of $25,000, 
$50,000 and $100,000 with broadened accidental death 
and dismemberment coverage. (Texas excluded). Pre- 
miums for physicians 31 to 40 years of age, for example, 
are: $75 a year for $25,000; $150 a year for $50,000 and 
$300 a year for $100,000. New members under age 36 
who apply within 90 days of membership may obtain 
$25,000 of insurance merely by giving identification de- 
tails and paying the premium. 





Excess Major Medical. Provides up to $1 million for each 
insured member of your family over and above a deducti- 
ble of your choice ($15,000, $20,000 or $25,000). For the 
$15,000 deductible plan the premium for an individual 
under 40 can be as low as ẹ41.40 for an entire family. 


Disability Income Insurance. Provides benefits for dis- 
abilities, resulting from both accidents and sickness, of 
$500 to $3,000 a month. Benefits are payable for life (if 
disabled prior to age 50) or to age 65 or 70, depending on 
your plan. 


“In-Hospital” Insurance Plan. Plans of $50, $75, or $100 a 
day are available. Premium for the $50 a day plan for 
members between 35-50 is just 527.50 twice yearly. 


Accidental Death & Dismemberment Plan. $100,000, 
$200,000 or $300,000 of protection is available for mem- 
bers coverage. Cost is only 60¢ per thousand per year. 


Office Overhead Expense Program. Pays up to $5,000 
monthly to reimburse office overhead expenses during 
the doctor's absence due to accident or sickness disability. 


For complete details on the AMA insurance programs, 
circle A on the Reader Information Card. 
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PUBLICATIONS 


New Physician's Cost Containment Checklist — The 
AMA's Department of Professional Review has developed 
a physician's cost containment checklist that lists more 
than 30 suggestions for physicians to consider in attempt- 
ing to hold down the cost of health care in both the hospital 
and office setting. The checklist covers such areas as: 
practice management techniques, optimal use of physi- 
cian services and time, and the role of the physician as 
a cost containment catalyst in the community. Copies 
are free. Write: AMA Order Dept., PO. Box 821, Monroe, 
WI 53566. 


New 1978-79 Directory of Resi- 
dency Training Programs — Pub- 
lished in September 1978, this annual 
Directory (The Gireen Book) contains 
information of importance to those 
concerned with graduate medical 
education. It lists all Residency Pro- 
grams for each specialty which were 
accredited as of June 30, 1978. In 
addition, the Directory contains the 
program to be accredited in each specialty, the "Require- 
ments for Certification" in each specialty, and summary 
licensure information. OP-380. $4.50 per copy. To order, 
see "Ordering Information" section. 





"Essentials" for a 


Guides to the Evaluation of Permanent Impairment — 
This AMA publication contains a series of practical quides 
for the rating of physical and mental impairment of all 
systems of the body. It will assist you in discharging your 
responsibilities to patients seeking benefits from agencies 
and programs serving the disabled. Each guide provides 
recommended percentage values related to the criteria 
given. Numerical values offer a practical means of ex- 
pressing and calculating the extent of permanent impair- 
ment and encourage accurate, equitable, and uniform 
evaluation. OP-298. $10 each. To order, see “Ordering 
Information" section. 


NEWSLETTER 


Legislative Roundup — Published weekly while Congress 
is in session by the AMA's Council on Legislation, this 
four-page newsletter summarizes important actions by 
the Congress and the Executive Agencies that affect the 
health care delivery system. State legislative develop- _ 
ments are also covered. A one year subscription (one, 

session of Congress) is $25, a two year subscription (two 


AMA service 
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publications, and meetings of importance to the practicing physician 


e 
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sessions) is $40. To subscribe, write: Legislative Round- 
up, AMA, 535 N. Dearborn St., Chicago, IL 60610. Please 
enclose payment. 


MEETINGS 


CME Weekenders for 1979— 
During 1979, the AMA will spon- 
sor 21 regional continuing medi- 
cal education meetings around 
the country. These CME Weekenders are either two- pete 
(Saturday and Sunday) or three-day (Friday to Sunday) 
meetings. Many of the three day meetings will be held in 
some of America's most interesting and beautiful cities 
and resorts, offering you the opportunity to combine your 
CME with some well-earned relaxation and recreation. 
Each meeting features a wide variety of high quality, 
well-designed Category 1 courses of interest to most 
physicians. 

CME Weekender Meetings from Spring to early 
Fall, 1979, are as follows: 


e Dallas, TX, May 2-6 

e Savannah, GA, May 19-20 

* [ ake of the Ozarks, MO, June 1-3 
e Minneapolis, MN, July 21-22 

e Salt Lake City, UT, July 27-29 

e Madison, WI, Aug. 25-26 

e Williamsburg, VA, Sept. 14-16 

e Huron, OH, Sept. 27-30 

e Honolulu, HI, Oct. 22-26 

e Rochester, NY, Oct. 13-14 


For further information, circle B on the Reader Infor- 
mation Card, and indicate the Weekender in which 
you are interested. 


Hospital Medical Staff Leadership Seminars—The medi- 
cal staff's role in hospital decision-making is examined in 
these AMA seminars developed specifically for medical 
staff personnel. Topics covered include: responsibilities of 
the medical staff and the hospital governing board, the 
staff's influence in improving public relations, and a review 
of JCAH standards. For details, circle C on the Reader 
Information Card. 


Patient Safety Seminars — These two day seminars are 
designed to increase practicing physicians’ awareness of 
malpractice insurance, patient safety, and medical liability, 


| „and to increase physicians’ knowledge of factors that may 


‘contribute to the risk of a malpractice claim in an indi- 





vidual physician-patient relationship. For further informa- 
tion, circle D on the Reader Information Card. 


Enhancing Your Financial Skills 
Workshops — The purpose of these 
one-day workshops is to introduce 
physicians and their spouses to the 
tools and concepts needed to make 
sound financial decisions. Topics in- 
cluded are: newest budgeting tech- 
niques, investment strategies, insur- 
ance requirements, real estate investments, and the basic 
principles of tax and estate planning. For more informa- 
tion, circle E on the Reader Card. 


Closing a Medical Practice Workshops — Designed to 
inform physicians and their spouses of the considerations 
in planning for retirement, and closing a practice due to 
death, retirement, or a move. Includes: the philosophy of 
retirement, when to start getting personal affairs in order, 
winding down for retirement, and how to sell a medical 
practice. For further details, circle F on the Reader Infor- 
mation Card. 


ORDERING INFORMATION — To order publications 
listed above, indicate title, OP number, and quantity de- 
sired. Please enclose payment (payable to AMA) with your 
order. Mail to: Order Dept., AMA PO. Box 821, Monroe, 
Wisconsin 53566. 


se um um mm EM NM SS eS NM GM NM M M eS M NOU o. 


* 
NE ed 


READER INFORMATION CARD 


Dept. Update/ Derm 
American Medical Association 
535 N. Dearborn St./Chicago, IL 60610 


Please send me complete information on the following 
(please circle): 


A AMA Insurance Programs 

B CME Weekenders (location 

C Hospital Medical Staff Leadership Seminars 
D Patient Safety Seminars 

E Enhancing Your Financial Skills Workshops 
F Closing a Medical Practice Workshop 


— 


Name 


Address 


City/State/Zip 


eases mom um SB SB SBS A Gm Gm GAS GA SE ee Sy 
"P Ou qui n d n db B ini DR E P OA RU li n d CRM 


e 
a 
* 


mes mE NS NN NM NN NEM NM NN NN NS NS UAE US EO S 5 m m v 





EM 


Short Reports 


Benign Symmetric Lipomatosis 


Stephen R. Uhlin, MD 


adelung's disease, or benign sym- 

metric lipomatosis (BSL), is a 
disease that is rarely reported in the 
English language dermatology litera- 
ture; I was unable to find an American 
dermatologic journal reference in the 
past decade. The disease represents 
the symmetrical deposition of adipose 
tissue over the head, neck, upper part 
of the trunk, and proximal part of the 
upper extremities, while the lower 
part of the trunk and the legs are 
typically unaffected. The patients are 
characteristically not otherwise obese. 
Since the patient described herein 
came to a dermatology clinic for assist- 
ance, perhaps dermatologists should 
be reminded of this entity. 


Report of a Case 


A 62-year-old man came to the Geisinger 
Medical Center Department of Dermatolo- 
gy with a 13-year history of multiple 
masses on the head, neck, and upper part of 
the body. There had been a slow and 
progressive enlargement of most of the 
lesions, while a few seemed to be static. 
None had resolved spontaneously. Two 
lesions had been excised early in the course 
of the disease, only to recur. They were 
asymptomatic but caused him considerable 
social embarrassment. No family members 
were similarly affected. There was no 
family history of diabetes mellitus or 
hyperlipidemia. He had otherwise been in 
excellent health and used ethyl alcohol only 
rarely. Specifically, he denied having gout, 
arthritis, and known liver disease. He had 
worked in the field of metal fabrication 
and had never been exposed to ethyl alco- 
hol occupationally. 

Results of the physical examination were 
remarkable in that there were multiple, 
giant, soft, fatty-feeling masses located 
over the occiput, posterior and anterior 
parts of the neck, supraclavicular and 
suprascapular areas, and proximal part of 
the arms (Fig 1 and 2). Smaller, similar 
lesions were noted over the upper part of 
the torso, both anteriorly and posteriorly. 
The overlying skin was normal in appear- 
ance and on palpation. The spleen and liver 
were not enlarged, and no evidence of 
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arthritis was found. No xanthomas were 
present. 

An excisional biopsy specimen from a 
typical lesion, examined histologically, 
revealed only normal-appearing, mature 
adipose tissue. Results of an automated 
blood analysis (SMA 12) and lipid panel 
were normal. He declined further meta- 
bolic studies. 

Surgical removal was suggested, but was 
refused since the patient desired only a 
means of “dissolving” the lesions. 

Comment 

Benign symmetric lipomatosis typi- 
cally occurs in middle-aged men, 
although it has been reported in 
women. It is not thought to be heredi- 
tary, although more than one case 
within a family has been noted.' The 
clinical course is one of slow and 
progressive growth. However, individ- 
ual lesions may remain unchanged for 
years or there may be rather explosive 
enlargement. Most patients are ob- 
viously troubled by the disfigurement; 
unless the lipomas interfere with 
normal neck movement or impinge on 
other structures, such as the larynx, 
they are asymptomatic. 

At surgery, the gross appearance is 
that of a firm, nonencapsulated mass 


Fig 1.—Posterior view of patient. 


of subcutaneous fat that is quite diffi- 
cult to delineate from the normal 
adipose tissue in the area. Microscopi- 
cally, the lesion is mature adipose 
tissue. An electron microscopical 
study” showed no distinguishing fea- 
tures. 

Many diseases have been described’ 
in association with BSL; however, 
proved relationships are, with few 
exceptions, lacking. Alcoholism’ has 
been a commonly reported feature, 
while lipid studies have been variable. ' 
Since many of the early case reports 
described arthritis and “rheumatism,” 
and since Greene et al' and Muller and 
Frank? recently demonstrated abnor- 
mal uric acid metabolism in typical 
cases, perhaps gout or abnormal 
purine metabolism forms a part of the 
BSL syndrome. 

The differential diagnosis should 
include angiolipomas, neurofibromas, 
hibernomas, and, at least early in the 
course when only a buffalo-hump 
deformity may be present, hypera- 
drenalism. In fact, the unique clinical 
picture should present no real difficul- 
ties in arriving at the correct diagno- 
sis. 


Fig 2.—Lateral view of patient. 





Benign Symmetric Lipomatosis—Uhlin . 


Although the cause is unproved, 
S al recent observations**: may be 
important. Kodish et al' carefully 
studied a case metabolically. They 
found normal insulin dynamics and 
normal lipolytic hormone secretion in 
response to oral glucose loading, a 
24-hour fast, insulin tolerance testing, 
and epinephrine infusion. Free fatty 
acid levels did not rise normally after 
fasting or glucose tolerance testing, 
while they were normal after insulin 
infusion and excessive after epineph- 
rine infusion. They point out that this 
picture is consistent with functional 
sympathetic denervation of adipose 
tissue. Since the fat distribution in 
BSL is that of brown fat in the 
newborn, and since denervation of 
brown fat results in hypertrophy 
(which then comes to look grossly and 
microscopically like normal adipose 


tissue), it is suggested that this disor- 
der may represent denervation of 
brown adipose tissue. They raise the 
intriguing question of whether, in a 
predisposed person, ethyl alcohol, with 
its lipogenic, antilipolytic, and antiox- 
idative effects, could result in growth 
of this fat. 

At present, the only therapy is 
surgical removal of the tissue.^* De- 
spite the frequency of eventual 
regrowth, the results are cosmetically 
excellent and psychologically worth- 
while. Further evaluation of the 
proposed adrenergic defect may some- 
day result in nonsurgical approaches 
to this cosmetically devastating dis- 
ease. 
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Syringoma Localized to the Vulva 


Joyce Thomas, MD; Bhagirath Majmudar, MD; Leo Gorelkin, MD 


ulvar syringomas are rare. A 

review of English literature 
showed only four reported cases of 
syringoma limited to the vulva.'* In 
all these cases, the patients had multi- 
ple papular lesions involving both 
sides of the vulva. The lesion should 
therefore be considered in the differ- 
ential diagnosis of multicentric papu- 
lar lesions of the vulva. 


Report of a Case 


A 20-year-old healthy woman was seen 
at the Gynecologic Clinic of Grady Memo- 
rial Hospital for a routine checkup. Genital 
examination showed numerous, skin- 
colored papular lesions symmetrically in- 
volving both labia majora (Fig 1). An occa- 
sional lesion was yellowish. The patient 
had been aware of these lesions for the last 
four years. Occasionally, one of them got 
“infected,” but otherwise they were com- 
pletely asymptomatic. No added inconve- 
nience was experienced during menstrua- 
tion or warmer climate. Examination of 
the rest of the body did not show such 
lesions to be present anywhere else. No 
other member in her family was known to 
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have a similar condition. A biopsy of the 
lesion was performed. 

Microscopic examination showed the 
lesion to be composed of numerous small 
ducts embedded in a fibrous stroma (Fig 2). 
The ducts were lined by two rows of some- 
what flat epithelial cells. Small comma-like 
tails of epithelial cells gave the proliferat- 


Fig 1.—Multiple, bilateral, skin-colored 


papules are seen over labia majora. 
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2. Springer HA, Whitehouse JS: Launois- 
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symmetric lipomatosis: Functional sympathetic 
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ing ducts an appearance of tadpoles. Some 
ducts near the epidermis were cystically 
dilated and contained keratinous debris. 
One such cyst had also ruptured, causing a 
foreign body giant cell reaction and focal 
calcification. This microscopic picture was 
pathognomonic of syringoma. The patient 
was not given any further treatment. 


Comment 


Syringoma, according to histochem- 
ical and electron microscopic findings, 
represents a benign tumor of the 
eccrine sweat gland duct. It occurs 
more commonly in females than 
males, generally appearing at adoles- 
cence with further lesions developing 


Fig 2.—Microscopic section from vulvar 
lesion showing proliferating ductal struc- 
tures with cystic dilation (hematoxylin- 
eosin, x 79). 
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during adult life.* It does not appear 
to be hereditary, although incidence in 
several members of a family has been 
recorded.’ The tumor has a character- 
istic gross and microscopic appear- 
ance, as illustrated by this case. The 
lesions are usually multiple and tend 
to have bilateral symmetry in distri- 
bution, which is particularly demon- 
strated in those occurring on the 
vulva. 

The lesions are usually limited to 
the lower eyelids. Other sites of predi- 
lection are the face, neck, and axillae. 
Vulvar syringoma is distinctly rare, 
only four cases having been reported 
in the literature.'* Of these four 
patients, only two had lesions re- 
stricted to the vulvar area. Multicent- 
ric involvement of the penis, although 
rare, has also been reported.* 


Although vulvar syringoma has a 
characteristic clinical appearance, 
microscopic examination is essential 
to establish the diagnosis. It is often 
not possible to determine the true 
nature of a vulvar lesion merely by its 
gross appearance. The lesions are 
usually asymptomatic, although they 
can cause discomfort and itching, 
especially during the warmer months 
and during menstruation.* 

Treatment of syringoma is general- 
ly not required except for cosmetic 
purposes and may be accomplished 
electrosurgically. Partial removal is 
often followed by regrowth. 


The authors wish to thank Detlef Horst 
Gerlach, MD, resident in Gynecology and Ob- 
stetrics, for providing a clinical picture of this 
patient, 
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HLA Antigens in Bullous Pemphigoid Among Japanese 


Koji Hashimoto, MD; Yoshiharu Miki, MD; Seizo Nakata, MD; Masamichi Matsuyama, MD; Takashi Mori, MD 


Bullous pemphigoid (BP) is consid- 
ered an autoimmune bullous dis- 
ease because circulating anti-base- 


ment membrane (BMZ) antibodies , 


were demonstrated in cases of BP: 
Since the HLA-A and B loci are genet- 
ically linked with certain immune- 
response genes and immune-response 
genes may in some way be involved in 
the production of antibodies, a genetic 
disequilibrium and HLA frequencies 
among patients with BP might be 
anticipated. 

In the present study, the incidence 
of HLA antigens in BP among Japa- 
nese was examined to see the linkage 
with the immune-response gene. 


Subjects and Methods 


Forty-one (19 male and 22 female) genet- 
ically unrelated patients with BP were 
subjected to HLA typing. The result was 
compared with that from 130 unrelated 
healthy blood donors. The blood samples 
were obtained from patients with BP who 
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visited the Osaka University Hospital or 
other dermatological institutions in Japan. 
Control blood samples were collected from 
the blood donors of the Osaka University 
Hospital. 

The diagnosis of BP was made by the 
indirect or direct immunofluorescent tests, 
or both, for anti-BMZ antibodies, in addi- 
tion to the clinical and histological exami- 
nations. Deposits of IgG to the BMZ were 
demonstrated by the indirect immuno- 
fluorescent test in 33 of 41 cases, and C3 or 
IgG deposits, or both, at the BMZ were 
observed by direct immunofluorescent 
testing in the rest of the cases. 

Typing for HLA was made between 
January and October 1977 by the modified 
microdroplet lymphocyte cytotoxicity test, 
using 98 antisera of 24 defined specificities 
derived from several laboratories through 
personal communication and from one 
laboratory as a commercial product. 

Typing was performed immediately af- 
ter the blood samples were drawn from 14 
patients with BP and from all the blood 
donors. In the rest of the cases, it was 
performed within two to five days after 
the blood samples were obtained from each 
institution and mailed to us by transport 
bag. 

The statistical analysis of the data was 
performed using the x? test. Since 24 anti- 
gens were surveyed, the probability level 
of the x? test had to be corrected to obtain 
the correct probability of a difference as 
large or larger (under the null hypothesis) 
as actually observed. This correction was 
obtained by multiplying the probability 
level by 24.* 


HLA Phenotype Frequencies 
in Bullous Pemphigoid and 
Controls Among Japanese 


Bullous Controls, 
Pemphigoid, %* %7 
(N = 41) (N = 130) 


2.4 1.5 
48.8 50.8 
2.4 1.5 





*Aw19 includes Aw30, Aw31, 
Aw33. 


Aw32, and 
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“Re Table shows the results of HLA 
phenotype frequencies for BP pa- 
tients compared with those of healthy 
controls. No statistically significant 
increase in the incidence of specific 
HLA antigen was noted in BP 
(P > .05), though the frequency of 
HLA-B7 in BP (17.1%) was about 
twice as much as that in the control 
group (7.7%). 


Comment 


No statistically significant increase 
in the specific HLA antigen was 
observed among Japanese patients 
with BP in the present study 
(P > .05). 

This result was consistent with the 


reports of Ahmed et al‘ and Retornaz 
et al? where 19 American and 20 
European white patients with BP 
were studied, respectively. 

It is well known that the HLA 
frequency among a genetically iso- 
lated population, such as the Japanese, 
may be different from the frequency 
of HLA antigens in a different genet- 
ically isolated area, such as the United 
States. Nevertheless, our results do 
confirm the results of the previous 
two reports about white patients with 
BP. 


This work was supported by a research grant 
for specific diseases from the Japanese Ministry 
of Health and Welfare. 

Paul I. Terasaki, PhD, supplied the antisera for 
HLA typing and Drs Sakamoto, Ishikawa, 


Sagami, Nishikawa, Imamura, Ogawa, Shimizu, 
Yoshikawa, Kaneko, Takeda, Ikegami, Asahi, 
Igarashi, and Kikkawa assisted in collecting 
blood samples from bullous pemphigoid pa- 
tients. 
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Cutaneous Reaction to an Epoxy-Coated Pacemaker 


Klaus E. Andersen, MD 


(Cutaneous reactions to implanted 

materials occur, but implanted 
cardiac pacemakers rarely have been 
suspected as the triggering agent. 
Raque and Goldschmidt’ described a 
patient with circumscribed eczema- 
tous dermatitis occurring over the site 
of a pacemaker within three weeks of 
implantation. Later, widespread 
nummular eczema developed. The au- 
thors discussed whether it was an 
irritant dermatitis due to a medical- 
grade silicone elastomer or nummular 
eczema provoked by an irritant der- 
matitis. Patch tests in a patient and 
two control subjects with the uncured 
silicone adhesive gave positive reac- 
tions that were thought to be irritant 
reactions. The patient’s dermatitis 
improved even though the pacemaker 
was not removed. Recently I sus- 
pected a patient to have “pacemaker 
dermatitis.” The cause relationship 
seemed clear, but the mechanism did 
not. 


Report of a Case 
A 65-year-old man with Stokes-Adams 


syndrome had an epoxy-coated pacemaker 
(Medtronic) implanted subcutaneously in 
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the right infraclavicular region in Decem- 
ber 1975. There was no history of previous 
contact with epoxy materials, but the 
patient had previously noted eczema below 
a watch buckle. Nine months later, pain, 
swelling, and discoloration of the skin 
developed in the tissue surrounding the 
pacemaker, but there was no dermatitis; 
the pacemaker was moved to a new subcu- 
taneous "pocket" in the same region. There 
was no regional adenopathy, and bacterial 
cultures taken during the operation were 
negative—these included a culture in a 
medium containing thioglycollate as the 
reducing agent. Four months later, the 
local reaction of the pacemaker in the skin 
pocket recurred. Finally, in March 1977, the 
pacemaker was replaced by a pacemaker in 
a titanium capsule. This has functioned for 
15 months without creating any prob- 
lems. 

The patient was seen for the first time 
several days after removal of the pacemak- 
er; patch-testing with a plastic series using 
the Finn chamber technique? revealed a 
2+ positive reaction to the epoxy resin 
hardener, 0.5% triethylenetetramine in 
petrolatum, and a 1+ positive reaction to 
1% epoxy resin in petrolatum. The grading 
system of the International Contact Der- 
matitis Research Group was used.* Diethy- 
lenetriamine was not included in the patch 
test series. Scrapings and an extract of the 
epoxy coating in ether, alcohol, and acetone 
gave negative reactions. Cured resin may 
contain traces of oligomers or excess of 
hardener because it is difficult to hit the 
balance where all the epoxy resin oligomers 


react with all the hardeners.* Analysis of 
the pacemaker showed no uncured resin in 
the epoxy coating. 

Six weeks later, when the supplier 
confirmed that diethylenetriamine was 
used as a hardener in the epoxy coating of 
the pacemaker, extended patch tests were 
done. The standard series of patch-testing 


disclosed a positive reaction to nickel,- 


which was historically relevant. Patch tests 
to diethylenetriamine 0.5% in petrolatum, 
1% in petrolatum, 0.1% in water, 1% in 
water, and triethylenetetramine 0.5% in 
petrolatum were negative. Six months 
later, the sodium lauryl sulfate SLS-pro- 
vocative patch test® with 0.5% diethylene- 
triamine in petrolatum was negative. 

In order to disclose an irritant or toxic 
effect of the pacemaker on tissue, the 
actual pacemaker was examined for cyto- 
toxic features. No morphological cytotoxic 
features could be demonstrated in a tissue 
culture cell line from a hamster tumor 
cultivated for one week in the presence 
of epoxy pieces or in a medium that had 
contained epoxy pieces for 24 hours; a 
similar method is described in Paul’s text- 
book on cell and tissue culture.* 


Comment 


An irritant or allergic reaction to 
the pacemaker has not been found, 
although the patient in fact rejected 
the pacemaker twice. The mechanism 
is still uncertain. The possibility of 
anaerobic infection as the eliciting 
event was not excluded, but seemed 


Cutaneous Reaction to Pacemaker—Andersen 97 


SL NTT VENE 
<- um. 7 
P 


7.4] 

i 4 
4 

| 

1 

Y 

‘ 


| 


vox ua cr PEATAS UAE 


gno 


less probable due to the negative 
result of culture in a thioglycollate- 
containing medium. The patch test 
results might have been false-nega- 
tive due to a low sensitivity of the test 
methods or to low concentrations of 
the test materials used. The patch test 
that reacted positively to triethylene- 
tetramine the first time might indi- 
cate a low-grade allergy to the two 
aliphatie epoxy hardeners that is only 
demonstrable when the threshold for 
the patient is lowered, as probably is 
the case when the patient has a skin 
reaction at the time of patch-testing. 
Rudzki and Krajewska’ stated that 
triethylenetetramine cross-reacts 
with diethylenetriamine in most 


Cronkhite-Canada Syndrome in a Malay 


cases, although they did not mention 
the possibility of impurities in the 
allergens responsible for false cross- 
sensitivity. Sensitization might take 
place without skin contact, as also 
seems the case with metal sensitiza- 
tion from hip prostheses.* 


Sigfrid Fregert, MD, performed the analysis 
for unveiling excess of uncured resin; Per Briand, 
MD, Fibiger Laboratoriet, Copenhagen, per- 
formed the examination for cytotoxic effects; 
and Howard I. Maibach, MD, reviewed the manu- 
script. 
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n 1955, Cronkhite and Canada' 

described an unusual syndrome of 
generalized gastrointestinal polypo- 
sis, pigmentation, alopecia, and ony- 
chotrophia. Since then, 45 other 
patients with similar features were 
reported on and these cases have been 
reviewed." We describe herein what is, 
to our knowledge, the  voungest 
female patient with this syndrome 
and the first affecting a Malay. 


Report of a Case 


A 4]-year-old Indonesian Malay woman 
was investigated in November 1976 for 
chronie diarrhea. During a two-month peri- 
od she had frequent bowel movements, up 
to as many as 12 a day, passing loose 
brownish stools. On one occasion she 
noticed the passage of some "fleshy stuff" 
per rectum. She did not have abdominal 
pains or rectal bleeding. Closer questioning 
revealed that her appetite had been poor 
for the previous six months, with consider- 
able weight loss. Her skin became notice- 
ably darker, and hair loss was excessive. 
Two weeks before hospital admission, her 
legs began to swell and she felt generally 
weak. The family history was unremark- 
able. 

The patient was found to be moderately 
anemic. Pitting edema of the legs was 
obvious. She had atrophic glossitis and 
angular cheilitis. Her skin was hyperpig- 
mented, particularly over the face, neck, 





From the University Department of Medicine 
II, University of Singapore, Singapore General 
Hospital. 

Reprints not available. 
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hands, and legs. All fingernails and toe- 
nails were dystrophic (Figure). Scalp hair 
was sparse and axillary hair absent. Rectal 
examination showed two pedunculated 
polyps. 

Results of laboratory investigations 
showed the following values: hemoglobin, 
7.1 g/dl; WBC count, 7.1 x 10"/liter (7,100/ 
cu mm); urinalysis normal; blood urea, 3.0 
mmole/liter (18 mg/dl); serum sodium, 134 
mmole (mKq)/liter; potassium, 1.7 
mmole (mEq)/liter; chloride, 91 mmole 
(mEq)/liter; total calcium, 3.3 mmole/liter 
(6.6 mg/dl); ionic calcium, 1.6 mmole/liter 
(3.2 mg/dl); magnesium, 0.9 mmole/liter 
(1.8 mg/dl); total serum protein, 4.5 g/dl; 
and albumin, 1.8 g/dl. Analysis of stools for 
Salmonella, Shigella, Vibrio, and Entamoe- 
ba were negative. Plain chest and abdomi- 
nal x-ray films were normal. On gastro- 
duodenoscopy, numerous sessile polyps 
were seen in the stomach and the duode- 
num. Colonoscopy revealed multiple polyps, 
both sessile and pedunculated, in the 
rectum and colon. Gastric and colonie biop- 
sy specimens showed "benign adenoma- 


Dystrophic fingernails. Note hyperpigmen- 
tation of skin as well. 
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tous polyps," with no evidence of malig- 
nant change. 

She did not improve despite replacement 
and supportive therapy with potassium 
chloride, diureties, and plasma and blood 
transfusions. On follow-up her clinical 
state remained much the same during the 
next year. In. December 1977 infected 
gangrene of her left leg developed and she 
died of septicemie shock. Consent for 
autopsy was refused. 


Comment 


This ease illustrates well the distine- 
tive morphological features of the 
Cronkhite-Canada syndrome. These 
are (1) widespread involvement of the 
gut by benign adenomatous polyps, (2) 
diffuse hyperpigmentation of the skin 
with accentuation over the face, neck, 
and extremities, (3) dystrophic finger- 
nails and toenails, and (4) alopecia 
involving scalp and body hair. Results 
of histological studies in such cases as 
this showed an enterocolitis with "in- 
flammatory pseudopolyposis." Malig- 
nant change in the polyps has been 
reported in four instances, occurring 
in the large bowel. 

Many of the symptoms and meta- 
bolic disturbances are probably conse- 
quent on the altered digestive, motive, 
absorptive, and secretory functions of 


the gut. Chronie diarrhea leads to 


hypokalemia. Low serum albumin lev- 
els have been shown to be associated 
with protein-losing enteropathy. It 


also appears likely that changes in the 


Cronkhite-Canada Syndrome—Chan et al 


skin, hair, and nails result from quan- 
“en and qualitative deficiencies in 
gut function and, therefore, vitamins, 
minerals, and essential amino or fatty 
acids. Some reports indicate that 
these ectodermal changes may pre- 
cede onset of diarrhea, but then 
malabsorption can occur without overt 
diarrhea. 

The etiology of the disease is 
unknown. There are no familial cases. 
The age of onset is late, the youngest 
being two men, 31 years old. This is 


the youngest female patient reported 
on. The sex-incidence ratio is, male to 
female, 3:2. This syndrome has been 
noted to occur in whites, Japanese, 
and Chinese.’ This is the first report 
of the syndrome occurring in a Malay. 
The above facts emphasize, most 
importantly, the acquired nature of 
the disease. Infective agents have 
been assiduously looked for, but none 
found. Allergy in the gastrointestinal 
tract remains an interesting possibili- 
ty. 


Idiopathic Unilateral Facial Hirsutism 


Report of a Case 


Robert J. Thomsen, MD, Stephen B. Webster, MD 


Mest of the normal cutaneous pro- 
cesses, including hair growth, 
show a bilateral symmetry. We report 
a case of striking asymmetry of facial 
hair in a nondermatomal pattern. 


Report of a Case 


A 50-year-old woman of English heritage 
had a five- or six-year history of asympto- 


matic hair growth localized to the left side - 


of the face. She denied any topical therapy, 
trauma, or facial surgery. She is gravida 6, 
para 6, and had a bilateral salpingo-oopho- 
rectomy in 1963. There is no family history 
of hirsutism. 

On physical examination she had dense 
terminal hair growth over the left cheek 
that extended exactly to the midline above 
the mouth, but spared the chin (Fig 1 and 
2), in portions of the second and third divi- 
sions of the trigeminal nerve distribution. 
The face appeared symmetrical, and the 
skin on both sides was of normal texture 
and pigmentation. Vellous hair growth on 
the right cheek was normal for age. Other 
hair was of symmetric distribution and 
normal. The rest of the physical exam was 
unremarkable, with no evidence of viril- 
ism. 

Laboratory studies disclosed the follow- 
ing values: CBC, sodium, potassium. and 
blood chemistry, normal; plasma testoster- 
one, 13.0 ng/dl (normal, 20 to 80); urinary 
17-ketosteroids, 5.0 mg/24 hr (normal, 6 to 
16); and 17-ketogenic steroids, 6.1 mg/24 hr 
(normal, 3 to 19). Screening test results for 
urine porphyrins and  porphobilinogen 
were negative. Biopsy specimens from 
each cheek were normal. 


From the Department of Dermatology, Gun- 
dersen Clinic Ltd, La Crosse, Wis. Dr Thomsen is 
now with the Department of Dermatology, 
University of Iowa Hospitals and Clinics, Iowa 
City. 

Reprint requests to the Department of Derma- 
tology, University Hospitals, Iowa City, LA 52242 
(Dr Thomsen). 
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Fig 1.—Terminal facial hair on left cheek 
and left upper lip. 


Comment 


This patient had normal histologic 
and laboratory findings. There is no 
noteworthy associated congenital 
anomaly or history of external stimuli 
to the area. She may have a relative 
hyperresponsiveness to circulating 
androgens on the terminal hair side or 
hyporesponsiveness on the vellous 
hair side. The terminal hair growth 
may represent a past local temporary 
increase in androgenetic activity from 
the local 5-a reduction of testosterone 
to dihydrotestosterone.' 

The causes of so-called idiopathic 
hirsutism have not been completely 
worked out. Terminal hair growth is 


Lip Seng Tan prepared the photograph and 
Lai Chow Chong typed the manuscript. 
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Fig 2.—Terminal hair growth extends to 
midline on left upper lip. 


associated with androgenetic hormon- 
al influences both internal and exter- 
nal to the follicle, -* external stimuli,'? 
and congenital anomalies." 

Ellis* reported on a woman with 
unilateral hirsutism involving the en- 
tire right side of the body and asso- 
ciated with polydactyly, premature 
fusion of the epiphyses of the right 
leg, and myasthenia gravis. The 
androgen metabolic activity in the 
skin on both sides in this case was in 
the low normal range, while plasma 
testosterone values were in the nor- 
mal female range. Humphry in 1886 
reported on a 12-year-old girl with 
unilateral facial hirsutism associated 
with ipsilateral gingival hyperplasia.’ 

Our case emphasizes the impor- 
tance of local determinants of hair 
growth. The individual follicles on one 
side of her face have responded differ- 
ently from the other side to the same 
systemic hormonal stimuli. 


The Adolf Gundersen Medical Foundation 
supplied the chemical assays, and John S. Strauss, 
MD, provided helpful comments. 
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Allergic Contact Dermatitis to Sculptured Nails 


Maj James G. Marks, Jr, MC, USAF; Maj Marvin E. Bishop, MC, USAF; Maj William F. Willis, MC, USAF 


Qculptured artificial nails are a popu- 

lar method of improving the 
cosmetic appearance of natural nails. 
They are made by mixing a liquid 
monomer with a powder polymer and 
then molding this acrylic compound 
onto the natural nail. We have recent- 
ly seen a patient with allergic contact 
dermatitis to ethyl methacrylate, the 
liquid monomer used in these artifi- 
cial fingernails. The purpose of this 
article is to report a case in which 
ethyl methacrylate was the sensitizer 
in the nail, and to demonstrate cross- 
sensitivity to methyl and N-butyl 
methacrylate. 


Report of a Case 


A 50-year-old woman used artificial 
fingernails for 1% years because of nail 
fragility. This process involved the mixing 
of ethyl methacrylate monomer with acryl- 
ie polymers. For several months prior to 
being seen in the clinic, a paronychial and 
eyelid dermatitis (Figure) occurred two 
days after each new application of the 
nails. 

Using the aluminum patch test tech- 
nique, the three components of the 
commercial nail preparation; clear liquid 
monomer, clear powder polymer, and white 
powder polymer were applied to the back. 
In addition ethyl, methyl, and N-butyl 
methacrylate (5% in petrolatum and 1% in 
ethyl alcohol) as well as ethyl alcohol and 
petrolatum eontrols were tested. The liquid 
monomer and the three methacrylate 
esters demonstrated +2 reactions (erythe- 
ma, papules, and vesicles) at 48 and 96 
hours (Table). The eyelid and paronychial 
dermatitis resolved with discontinuation of 
the use of artificial fingernails. 


Comment 


Acrylic compounds are found in 
medical, dental, industrial, and cos- 
metic products, and exposure may 
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Clear liquid (acrylic monomer) 

Clear powder (acrylic polymer) 

White powder (acrylic polymers) 

5% Methyl methacrylate in petrolatum 
596 Ethyl methacrylate in petrolatum 
596 N-butyl methacrylate in petrolatum 
1% Methyl methacrylate in ethyl alcohol 
1% Ethyl methacrylate in ethyl alcohol 
196 N-butyl methacrylate in ethyl alcohol 
Petrolatum 

Ethyl alcohol 





occur through contact with dental 
plates, surgical prostheses, contact 
lens, sealants, printing plates, and 
coatings of glass, rubber, and textile 
fibers."* The liquid monomer is no 
longer a sensitizer if there is complete 
polymerization. Of special interest is 
the fact that the monomer can pene- 
trate rubber gloves and has reportedly 
caused contaet dermatitis in surgeons 
using acrylic cement in prostheses. 
Fisher et al, in 1957, reported aller- 
gic contact dermatitis to methyl 
methacrylate in artificial nails. Our 
patient had allergic contact dermatitis 
to the ethyl methacrylate in her artifi- 
cial fingernails. She also demon- 
strated sensitivity to methyl and 
N-butyl methacrylates. Chung and 


Sculptured nail with paronychial dermati- 
tis. 





Patch Test Results 


30 min 48 hr 96 hr 
0 +2 +2 
0 0 0 
0 0 0 
0 +2 +2 
0 +2 +2 
0 +2 +2 
0 +2 +2 
0 +2 +2 
0 +2 +2 
0 0 0 
0 0 0 





Giles demonstrated strong sensitiza- 
tion potentials of these methacrylates 
in guinea pigs, but sensitization in 
man is infrequent.* Cross-sensitivity 
between methacrylates occurs in man 
and the guinea pig model.** As derma- 
tologists, we should be aware of the 
widespread use of these acrylic sub- 
stances and the dermatitis that may 
result. 


Westwood Pharmaceuticals, Inc, Buffalo, paid 
for the cost of reproduction of the color illustra- 
tion. 
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Dermal Myiasis Caused by the Rabbit Botfly (Cuterebra sp) 


Gordon B. Newell, MD 


Human mylasis is the invasion of 
body tissues or cavities by the 
larvae of flies of the order Diptera. 
Native to North America are the more 
than 20 species of Cuterebra botfly. 
They are obligatory dermal parasites 
of many rodent and rabbit hosts. 
Occasionally they cause myiasis in a 
variety of accidental hosts, including 
dogs, cats, hogs, cattle, mules, deer, 
and man.'? | 
We report what is believed to be the 
11th case of human myiasis due to the 
rabbit botfly and the first noted in the 
dermatologic literature. 


Report of a Case 


A l-year-old girl had a furuncle-like 
lesion under her chin of four days' duration 
(Fig 1) Her mother had expressed an 
8-mm "worm" from the lesion earlier that 
day (Fig 2). The patient was otherwise in 
good health and responded promptly to oral 
erythromycin therapy and a topically 
applied antibiotic ointment. 

The larva was later identified as a 
second instar larva of Cuterebra sp 


Comment 


Obligatory or species-specific para- 
sites such as Cuterebra are those flies 
whose larval development invariably 
takes place on or in a living host. 
Facultative or semispecific parasites 
are those whose larvae normally 
develop in decomposing organic mat- 
ter but are capable of infecting living 
tissue. For both obligatory and facul- 
tative parasites, oviposition on the 
host is the usual initiating event. "Ac- 
cidental myiasis” is the inadvertent 
transfer of partially developed larvae 
to the hosts with resultant infesta- 
tion? 

There are two major groups of 
related species of flies that cause 
myiasis: (1) the blow flies and flesh 
flies; and (2) the botflies.' There are a 
variety of fly larvae that accidentally 
invade human hosts. 

Screw-worm flies (Cochliomyia) and 
flesh flies (Wohlfartia) have caused 
most reported cases of human myia- 
sis.' Both tend to lay eggs in open 
wounds and soiled body openings and 
are prone to attack debilitated or 
exposed hosts. 

Rodents (order Rodentia) and rab- 
bits and hares (order Lagomorpha) 
are the usual hosts for fly larvae of the 
order Cuterebra.? Knowledge of the 


From the Graves-Gilbert Clinic, Bowling 
Green, Ky. 
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life histories of many species of 
Cuterebra is incomplete. The female 
fly need not deposit her eggs directly 
on the host, but may lay them on 
debris and vegetation in areas fre- 
quented by their rodent or lagomorph 
hosts.'^* After a short developmental 
period, the eggs hatch in response to a 
sudden temperature increase, such as 
the nearness of a warm-blooded 
animal. The first- or infective-stage 
larva is less than 1 mm in length and 
enters the host through the mucous 
membranes of the eye, nose, or mouth 
or through a cut in the skin. After 
about one week, it migrates to the 
dermal site for further development 
and begins its parasitic stage. The 
dermal site of larval development is 
quite specific in its native hosts, but is 
variable in its abnormal hosts. The 
larva breathes and excretes through a 
hole in the host's skin. Three to five 
weeks are required for moulting and 
complete development. A length of 2 
to 2.5 em is attained. The mature larva 
backs out of the skin and pupates in 
the soil. After a variable period of 
time, from 60 to 200 days, the adult fly 
emerges from its pupa.'^* All three 
larval stages have been found in 
man.*? 


Fig 1.—Furuncle-like lesion under chin. 





Fig 2.—Cuterebra sp larva expressed from 
wound. 





The first reported case of human 
myiasis caused by the genus Cutere- 
bra was that of Beachley and Bishop.* 
Following a sting on the nostril, a 
woman sneezed out a first-stage larva 
of a Cuterebra species ten days later. 

Ocular infestation in man by Cuter- 
ebra species must be quite rare, since 
only one case has been reported. 
Dixon et al^ found a first-stage larva 
in the anterior chamber of a woman's 
eye. The larvae may be transferred to 
the eye by direct penetration or by 
contaminated fingers.” 

The nine reported cases of human 
dermal myiasis causéd by Cuterebra 
species were furuncular.' ^*^" Cases 
may have gone unreported in the past 
because of the time and trouble 
involved in larval identification. 

One can speculate that the patient 
described herein contacted a Cutere- 
bra species first-stage larva in Ten- 
nessee while visiting the Smoky 
Mountains. The larva migrated to the 
subcutaneous tissue and a furuncle- 
like lesion developed. The larva was 
manually expressed before it reached 
full size. Possibly the second-stage 
larva was small because it was having 
a difficult time growing in an abnor- 
mal host.’ She may well have con- 
tacted the infection in her home state 
of Kentucky, since rabbits and lago- 
morphs are common in that area. 


Thomas Breaud, PhD, Immunoparasitology 
Department, Naval Medical Research Institute, 
Bethesda, Md, aided in the identification of the 
larva. 
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Uncomplicated soap-free adjunctive therapy. 


In treating atopic and contact dermatitis, primary 
therapy can be hindered by continued use of alkaline 
soaps...conversely, adjunctive therapy can enhance 
treatment and reduce complications. AVEENO* BAR is 
your logical uncomplicator. 


e Soothing action from 5076 (by weight) colloidal oatmeal. inii 
e Gentle cleansing — 100% soap-free. EN 


e Helps restore normal skin pH — AVEENO* BAR is non- 
alkaline. 


Available in 3.2 oz. and 4.4 oz. bars. 


(oper Cooper Laboratories, Inc., Wayne, New Jersey 07470 
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Woronoff's Rings With PUVA 
Therapy 


To the Editor.—We were interested in 
the report by Lowe and Bures on the 
occurrence of Woronoff's rings (WR) 
in patients with psoriasis who were 
undergoing psoralen and ultraviolet A 
(PUVA) treatment (ARCHIVES 
114:278-279, 1978). Penneys and his 
colleagues! have suggested that an 
inhibitor of prostaglandin (PG) syn- 
thesis diffuses outward from psoriatic 
plaques and inhibits PGE, formation 
in WR. We have reported that UVB- 
(300 nm) induced erythema in man is 
associated with increased levels of 
PGE. and PGF,,; Lowe and Bures 
cite the work of Lord et al; who 
reported that PG biosynthesis was 
stimulated by methoxsalen fand UVA 
irradiation (360 nm). They then con- 
clude that if the WR are induced by 
the inhibition of PG synthesis, the 
occurrence of WR in PUVA-treated 
skin implies that the photosensitiza- 
tion from PUVA results from in- 
creased PG synthesis. They refer to an 
article by Morrison et al; who 
reported that the PUVA-induced ery- 
thema was not inhibited by indometh- 
acin (an inhibitor of PG synthesis) and 
state that they are puzzled by this 
apparent discrepancy. 

The work by Lord et al was 
performed in rat skin and great care 
must be taken before extrapolating to 
man. We have studied the PUVA- 
induced erythema in the normal skin 
of psoriatic subjects using three times 
the minimal erythemal dose of UVA 
(365 nm) after the oral administration 
of methoxsalen (0.6 mg/kg of body 
weight) two hours before irradiation. 
Exudate was obtained with a suction- 
bulla technique.’ No biologie activity 
was detected throughout the time 
course of the erythema using the 
superfusion cascade  bioassay of 
Vane, Samples were examined for 
PGF,, by a double-antibody radioim- 
munoassay technique and for arachi- 
donic acid and PGE, by gas-liquid 
chromatography-mass spectrometry. 
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Samples were examined at 24, 48, and 
72 hours after irradiation. 

The concentration of arachidonic 
acid PGE, and PGF., did not differ 
substantially in erythematous and 
nonirradiated skin at any time.’ These 
findings are in keeping with the 
inability of indomethacin to inhibit 
the PUVA-induced erythema‘ and 
would suggest that the WR that are 
produced in PUVA-treated patients 
are not due to an inhibitor of PG 
synthesis diffusing outward from the 
psoriatic plaque. 

In conclusion, WR are seen around 
psoriatic plaques exposed to UVB and 
PUVA. Our studies provide evidence 
that the UVB-induced erythema, not 
the PUVA-induced erythema, is asso- 
ciated with PG metabolism. Penneys 
and associates” suggestion that the 
WR around UVB-treated plaques are 
due to an inhibitor of PG synthesis 
would not explain their appearance 
around PUV A-treated plaques. 

The assumption has been that WR 
are due to vasoconstriction or failure 
of vasodilation. It is possible that they 
could be due to superficial edema, as 
occurs in white dermographism. De- 
tailed blood flow and permeability 
studies in WR are required. 

ANDREW P. WaRIN, MRCP 

Marcom W. GREAVES, MD, 
PHD, FRCP 

London 


1. Penneys NS, Ziboh V, Simon P, et al: Patho- 
genesis of Woronoff ring in psoriasis. Arch 
Dermatol 112:955-957, 1976. 

2. Black AK, Greaves MW, Hensby CN, et al: 
Increased prostaglandins E, and F., in human 
skin at 6 and 24 hours after ultraviolet irradiation 
B (290-320nm). Br J Clin Pharmacol 5:431-436, 
1978. 

3. Lord JT, Ziboh VA, Poitier J, et al: The 
effects of photosensitizers and ultraviolet irra- 
diation on the biosynthesis and metabolism of 
prostaglandins. Br J Dermatol 95:397-406, 1976. 

4. Morrison WL, Paul BS, Parrish JA: The 
effects of indomethacin on longwave ultraviolet 
induced delayed erythema. J Invest Dermatol 
68:120-123, 1977. 

5. Kobza-Black A, Greaves MW, Hensby CN, 
et al: A new method for recovery of exudates 
from normal and inflamed human skin. Clin Exp 
Dermatol 2:209-216, 1977. 

6. Vane JR: The use of isolated organs for 
detecting active substances in the circulating 


blood. Br J Pharmacol 23:360-373, 1964. 

7. Hensby CN, Plummer NA, Warin AP, et al: 
The effects of PUVA on skin arachidonic acid 
and prostaglandin concentrations in psoriasis. 
J Invest Dermatol, to be published. 


In Reply.—We wish to thank Dr Warin 
and Professor Greaves for their inter- 
est in our report of perilesional pale 
rings (similar to WR) in some psoriat- 
ic patients treated with PUVA. 

The underlying mechanism of the 
perilesional rings of pallor in PUVA- 
treated psoriatic patients must ob- 
viously remain speculative at this 
time as the relevant studies have not 
been performed. We think this point 
was made in our report. 

It may well be that delayed erythe- 
ma from any ultraviolet light (UVL) 
wavelength range is not mediated by 
PGEs. It has been shown, for example, 
that topical indomethacin (a PG 
synthetase inhibitor) will only sup- 
press early UVB- (290 to 320 nm) 
induced erythema and has little effect 
on the persistent erythema after 24 to 
48 hours.' The reason for the delayed 
or persistent post-UVL erythema is 
therefore not known at present. 

There may be several mechanisms 
for perilesional pale rings following 
PUVA, local dermal edema being one. 
Another possibility is the fact that the 
spectral wavelength emission of UVA 
tubes contains a small percentage of 
UVB wavelengths. In addition, the 
action spectra for the psoralens may 
be in the lower UVA and upper UVB 
wavelengths. Therefore, we may 
have been partially observing a UVB- 
psoralen-induced erythema. These 
facts remain to be clarified. 

We have also noted perilesional pale 
rings around a variety of nontreated 
skin lesions, eg, erythema multiforme, 
pityriasis rosea, acute nummular ecze- 
ma, chicken pox, positive contact 
patch tests, photocontact patch tests, 
and insect bite reactions. The mecha- 
nisms for this perilesional pallor again 
must remain speculative but may 
include dermal edema or the presence 
of inhibitors of release or action of 
inflammatory mediators “leaking” 
from the inflammatory lesions. 
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As they comment, detailed blood 
flow and permeability studies would 
be helpful in elucidating the patho- 
genesis of this interesting phenome- 
non. 

NicHOLAS J. LowE, MD, MRCP 
Los Angeles 

FRANK BunES, MD 

Madison, Wis 


l Snyder DS: Cutaneous effects of topical 
indomethacin, an inhibitor of prostaglandin 
synthesis, on U V-damaged skin. J Invest Derma- 
tol 64:322-325, 1975. 

2. Cripps DJ, Lowe NJ: The action spectra of 
topical psoralens: A re-evaluation. J Invest 
Dermatol 10:214, 1978. 


Photosensitivity From Men's 
Colognes 


To the Editor.CWe have had the 
opportunity to care for several pa- 
tients with photosensitive contact der- 
matitis to men's after-shave produets. 
Our identification of the fragrance 
ingredient that caused the photosensi- 
tivity prompts us to report prelimina- 
ry findings in two of these cases. 


Methods.—Patch testing was done 
aecording to the recommendations of 
the North American Contact Dermati- 
tis Group (NACDG). Scoring of 
results was done according to NACDG 
criteria. Photopatch testing was done 
according to the following method. 
Suspected photosensitizers were ap- 
plied in duplicate as routine closed 
patch tests. After 24 hours one set of 
patches was removed and exposed to 
ultraviolet-A radiation (maximum 


output at 365 nm, ~ 6 mW/sq em) for 
ten minutes at a distance of 16 cm. 
The second set of patches was uncov- 
ered 48 hours after application, and 
the results were scored according to 
NACDG criteria two and seven days 
after application. 


Report of Cases.—CASE 1.—A 44-year-old 
man was referred to our clinie for evalua- 
tion of an intermittent rash of ten years' 
duration. The rash involved areas on the 
face, neck, hands, and arms. It was made 
worse by a number of colognes and after- 
shave lotions, cologne A in particular. He 
was found to have diffuse erythema that 
involved light-exposed areas on the face, 
forearms, and dorsal aspects of the hands, 
but spared the acral parts of the fingers. 

CASE 2.—A 69-year-old man had an eight- 
year history of a springtime dermatitis 
that involved the face and dorsal aspects of 
the hands. The onset of his dermatitis 
followed his receipt of a gift of after-shave 
lotion B. Results of physical examination 
were unremarkable. Results of patch test- 
ing are shown in the Table. 


Controls. —We have investigated the irri- 
tancy of cologne A by closed patch testing 
of 67 patients. No positive patch tests were 
seen. Ten control patients were photo- 
tested to musk ambrette (2-methoxy-3, 5- 
dinitro-4-methyl-t-butylbenzene [8% in 
ethyl alcohol]), and no irritant or photo- 
toxic reactions were observed. 


Comment.—These two patients were 
shown to have a photocontact derma- 
titis to a component of their re- 
spective after-shave products. Exten- 
sive patch and photopatch testing to 
the NACDG screening trays was not 
helpful in identifying the photosensi- 
tizer. The photosensitizer was identi- 


Patch Test Results* 


Testing 


Results 
—— 
Case 1 Case 2 


Standard screening 


14 es 


Peruvian balsam 
Perfumes Not tested 
Cinnamic aldehyde 


Photopatch? 


1+ i 


Photopatch traył 


Plastics and glues = 


Not tested 3+ 


After-shave B 
Cologne-A components ed à 
Musk ambrette 3-41 24* 





*Screening trays were from the North American Contact Dermatitis Group. 

tCologne A and after-shave B were tested full strength. Musk ambrette was tested as 5% in 
dimethyl phthalate, 3% in ethyl alcohol, and 5% in petrolatum. 

{The tray contained the following chemicals, using petrolatum as the vehicle: 5% bithionol; 0.5% 
3,5 dibronisalicylanilide; 0.5% 4,5 dibromsolicylanilide; 3% crude coal tar; 0.5% hexachlorophene; 
0.5% petrolatum; 0.596 trichlorocarbanilide; 0.5% 3,4,5 tribromosalicylanilide; 0.5% trifluorocarbani- 


lide; 0.196 chlorpromazine chloride. 
$Photo and dark positive. 
* Only photo positive. 
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fied as musk ambrette only after 
photopatch testing with the fragrance 
components. 

Musk ambrette, a synthetic nitro- 
musk compound, has been in use as a 
fragrance ingredient for more than a 
century. It is inexpensive, soluble in 
most cosmetic vehicles, and its use is 
estimated to run into the hundreds of 
thousands of kilograms per year.’ 
Heretofore, it has not been associated 
with a photosensitive contact dermati- 
tis. 

To assess the prevalence of musk 
ambrette in other men's perfumes, we 
photopatch tested these two patients 
with 45 readily available men’s 
colognes and after-shave lotions. Of 
these, 12 gave a photo-positive patch 
test result in at least one case. We feel 
that musk ambrette is an important 
and heretofore unsuspected cause for 
an unexplained photodermatitis and 
recommend that musk ambrette be 
added to the standard photopatch 
tray. 

GREGORY J. Rauci, MD, PhD 
FRANCES J. Storrs, MD 
Portland, Ore 


The 36 components of cologne A were supplied 
by Perry Brothers Inc, perfumers (Woodside, 
NY). 


1. Fisher AA (ed): Contact Dermatitis, ed 2. 
Philadelphia, Lea & Febiger Publishers, 1973. 

2. Bedoukian PZ: Perfumery and Flavoring 
Synthetics, ed 2. Amsterdam, Elsevier Publishing 
Co, 1967, pp 269-280. 


Pre-Columbian Rhinoscleroma 


To the Editor.—The ceramic pathology 
of the pre-Columbian Americas is 
always a delight to the students of the 
history of medicine. The abundance of 
material and the skill of the artisans, 
especially of the ancient Andean 
cultures, contribute to this. The popu- 
larity of the exhibit of Dominique D. 
Verut' at the recent 15th Internation- 
al Congress of Dermatology in Mexico 
shows the interest of the dermatolo- 
gists. 

I recently acquired a small terra- 
cotta head, reportedly from the 
Mayan culture, 300 to 600 AD, in 
Guatemala (Figure). The deformity of 
the nose with its proliferative charac- 
ter and the appearance of the nares 
suggest the Hebra-type nose of 
rhinoscleroma.*? The pattern is delib- 
erate, so that punitive mutilation of a 
captive or artifact can be ruled out. 
The nasal deformities of leishmania- 
sis in the pottery of the Andean 
cultures are ulcerative rather than 
proliferative. This holds even with 
Uta Macho. The deformity here is not 
limited to the nose but involves also 
the cheeks. 
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Terra-cotta head showing rhinoscleroma 
Mayan, 300 to 600 Ab, Guatemala (from 
author's collection). 


Guatemala is still an endemic area 
of rhinoscleroma, although I have seen 
more cases from El Salvador. So, this 
head is offered as some evidence of 
pre-Columbian rhinoscleroma from 
the Middle American culture. 

LEON GOLDMAN, MD 
Cincinnati 


1. Verut DD: Pre-Columbian Dermatology and 
Cosmetology in Mexico. New York, Schering Corp, 
USA, 1973. 

2. Kerdel-Vegas F: Rhinoscleroma, in Demis 
DJ, Dobson RL, McGuire J (eds): Clinical Derma- 
tology. New York, Harper & Row Publishers Inc, 
1977, vol 3, section 16, p 53. 

3. Goldman L: Types of American cutaneous 
leishmaniasis. Am J Trop Med 27:561-584, 1947. 

4. Goldman L, Sawyer AR: Ancient Peruvian 
medicine. J Hist Med 13:10-14, 1958. 


Experimental Cutaneous 
Candidiasis in Rodents 


To the Editor.—In a recent publication 
in the April 1978 ARCHIVES (114:539- 
543), entitled “Experimental Cuta- 
neous Candidiasis in Rodents,” Drs 
Ray and Wuepper investigated the 
role of the stratum corneum as a 
defensive barrier to skin invasion by 
Candida sp and the necessity of an 
intact complement pathway in the 
polymorphonuclear leukocyte inflam- 
matory response to Candida, which 
had penetrated the barrier. 

The authors concluded from their 
studies that the interaction of Candi- 
da organisms with host complement 
in vivo resulted in the production of 
complement-derived chemotactic fac- 
tors, C3a, C5a, and C567 complex. 
These factors attracted neutrophils to 
the sites where organisms penetrated 
the epidermis and, thus, limited the 
invasiveness of the yeast. 

That their conclusion seems justi- 
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fied is based on their work in a 
previous in vitro study,' which demon- 
strated that Candida sp may activate 
the alternative complement pathway 
in serum to produce factors chemoat- 
tractant for neutrophils that are stud- 
ied in Boyden chambers. This more 
recent study (114:539-543, 1978) by Drs 
Ray and Wuepper further demon- 
strated that while a neutrophil infil- 
trate occurred in skin that was 
invaded by yeast in normal rodents, 
no significant infiltrate occurred in 
rodents that were depleted of comple- 
ment by treatment with cobra venom 
factor (CoF) or in animals that were 
congenitally deficient in the fifth 
complement component (C5). 

That other chemotactic substances, 
not derived from complement, might 
be important in the inflammatory 
response of yeast invading skin may 
not have been completely excluded by 
this study. The fact that neutrophils 
did not accumulate in CoF-treated or 
C5-deficient animals and the conclu- 
sion that it was the absence of comple- 
ment-derived factors that prevented 
the neutrophil accumulation would 
presume that the chemotactic respon- 
siveness of these cells was intact. 

It may well be that the conclusions 
by Drs Ray and Wuepper are justified 
in C5-deficient mice in which leuko- 
cyte chemotactic responsiveness is 
intact as far as I am aware, but the 
same may not be true of animals that 
are decomplemented with CoF. There 
are several reports in the literature 
that would make me suspicious that 
animals, artifically depleted of their 
complement components, might not 
have normally responding leukocytes. 

In a study by Ward and Becker, 
leukocytes from rabbits could be 
“deactivated,” ie, rendered irrevers- 
ibly resistent to chemoattractants, by 
incubation of the cells in serum that 
had been activated by immune com- 
plexes. The resistance to chemotaxis 
of such cells was not only to comple- 
ment-derived chemoattractants but to 
noncomplement-derived substances as 
well. 

Another study’ "has shown that this 
deactivation” phenomenon may occur 
in man in vivo. Bowers et al^ studied 
an interesting patient with a revers- 
ible chemotactic defect of his neutro- 
phils associated with an immune 
complex-induced  hypocomplemente- 
mia. The chemotactic responsiveness 
of the patient's cells returned to 
normal, in parallel with the serum 
complement. Normal granulocytes 
that were incubated in the patient’s 
serum were likewise “deactivated,” 
and treatment of normal neutrophils 


with CoF-activated serum blocked the 
chemotactic response of these cells to 
both complement-derived chemoat- 
tractants and endotoxin. 

It may be that the failure of leuko- 
cytes to infiltrate the Candida- 
infected skin lesions in the rodent 
studies was not due simply to a lack of 
available complement proteins in the 
complement-depleted mice but to a 
block in the normal chemotactic 
response of the polymorphonuclear 
leukocytes in these animals. In any 
event, it would be interesting to know 
if the chemotactic function was intact 
in all groups of rodents that were 


studied. W. Ray Gammon, MD 
Chapel Hill, NC 


1. Ray TL, Wuepper KD: Activation of the 
alternative (properdin) pathway of complement 
by Candida albicans and related species. J Invest 
Dermatol 67:700-793, 1976. 

2. Ward PA, Becker EL: The deactivation of 
rabbit neutrophils by chemotactic factor and the 
nature of the activatable esterase. J Exp Med 
127:693-709, 1968. 

3. Bowers TK, Craddock PR, Jacob HS: 
Acquired granulocyte abnormality during drug 
allergic reactions: Possible role of complement 
activation. Blood 49:3-8, 1977. 


In Reply._Dr Gammon raises an 
important issue that is central to our 
argument in support of a complement- 
mediated inflammatory response to 
Candida sp. Our studies do presume 
that neutrophils from CoF-treated 
and/or C5-deficient animals are che- 
motactically responsive and are not 
"deactivated" as he proposes. This 
presumption is based on the following 
studies: (1) CoF, administered intra- 
venously in rabbits, has no effect 24 
hours later on in vitro chemotaxis of 
peritoneal neutrophils. Furthermore, 
peripheral neutrophil properties of 
immune adherence to, and phagocyto- 
sis of, C3-bound particles remain 
normal.' (2) Rats that are depleted of 
complement by aggregated human 
y-globulin or zymosan exhibit normal 
polymorphonuclear neutrophil (PMN) 
chemotaxis and phagocytosis.” (3) Dr 
Gammon is correct in assuming that 
leukocyte responsiveness to chemotac- 
tins is intact in C5-deficient mice. 
Peripheral PMNs from C5-deficient 
(B,,D./old line) mice respond equally, 
as well as PMNs from C5-sufficient 
(B,,D./new line) mice to endotoxin- 
treated normal mouse serum.’ 

The anticomplementary factor, de- 
rived from the cobra Naja naja, is 
antigenically and functionally related 
to the human complement component 
C3b, being the cobra analogue of this 
protein. The complement-depleting 
activity of CoF is attributed to its 
formation of a 9S complex with factor 
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B and properdin of the alternative 
pathway, to form a C3-convertase 
activity that is resistant to regulation 
by C3b inactivator and 51H. This 
activity leads to unregulated cleavage 
and consumption of C3, and to a lesser 
degree C5, releasing low molecular 
weight peptides that are chemotactic 
for neutrophils. The peptide(s) de- 
rived from C5 appears to be the 
predominant, and biologically most 
significant, chemotactin in activated 
serum.^ Complement-derived chemo- 
tactins have the following immediate 
effects on peripheral neutrophils: (1) 
inereased adherence to plastic and 
nylon fibers, (2) altered membrane 
surface charge, (3) altered cell shape 
and size, (4) induction of reversible 
cell aggregation, and (5) induction of a 
transient neutropenia in vivo in 
rabbits, lasting 30 minutes." We 
agree that "deactivation" may also 
occur under these circumstances. 
However, the specific or nonspecific 
nature of this phenomenon, and the 
mechanism by which it occurs, have 
not been fully elucidated. 

That these immediate phenomena 
remain operative in our rodent model 
seems unlikely. Twenty-four hours 
after administration of CoF, a mild 
neutrophilia (twofold increase) is ob- 
served in rats.'? Even assuming 100% 
“deactivation” of granulocytes ex- 
posed to chemotactins at the time of 
CoF activation, such cells would com- 
prise an insignificant proportion of 
the neutrophils, present 24 to 48 hours 
later, when the Candida infections 
were studied. With a peripheral half- 
life of approximately six hours, only 
6.25% and 0.4% of these "deactivated" 
cells would still be in the circulation at 
24 and 48 hours, respectively. That the 
majority of cells are functionally 
active and chemotactically responsive 
is evident from the previously cited 
studies. These studies support the 
conclusions made from the results of 
our experiments with CoF-treated 
rodents. 

The critical experiment, which 
avoids the possibility of "deactiva- 
tion" entirely, is that performed in the 
C5-deficient (B,,D./old line) mouse. 
Despite responsive peripheral neutro- 
phils,’ these animals do not respond to 
Candida sp by forming neutrophilic 
microabscesses. This observation, 
when examined with preceding work, 
supports the following concepts: (1) 
The acute inflammatory response to 
Candida sp is C5 dependent. (2) 
Candida-derived chemotactins, pro- 
posed by Cutler; and other noncom- 
plement-derived chemotactins, do not 
constitute biologically significant ac- 
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tivities in this rodent model of cuta- 
neous candidiasis. 

We appreciate this opportunity to 
discuss our study, and we thank Dr 
Gammon for bringing this issue to 
light. 

THOMAS L. Ray, MD 
Farmington, Conn 
Kirk D. WuEPPER, MD 
Portland, Ore 
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Dental Floss as a Factor in the 
Development of Perléche 


To the Editor.-When the usual fac- 
tors for perléche are not evident, such 
as infection, irritation, malocclusion, 
avitaminosis, and lip-licking (perléche 
is patois for "pour lecher"—"to lick"), 
irritation from the use of dental floss 
should be considered. This has been 
observed in two patients with recur- 
rent unilateral perléche on the right. 
The patients called attention to this. 
Dental floss, unwaxed, for the bicus- 
pids and molars rubbed against the 
commissure area of the lips, especially 
when the mouth was wide open. 
Recurrences of the perléche were 
prevented by stopping the use of 
dental floss. If dental floss is needed 
for dental hygiene, especially for 
teeth back in the mouth, as the molars, 
perhaps waxed floss should be used 
and the mouth should not be opened 
too widely. With the extensive use of 
dental floss, such irritation of the 
commissures must not be uncommon. 

LEON GOLDMAN, MD 

Cincinnati 
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Association of Cicatricial : 
Pemphigoid and Rheumatoid 
Arthritis s 


To the Editor.—Spigel and Winkel- 
mann have recently reported the asso- : 
ciation of cicatricial pemphigoid with 
rheumatoid arthritis (ARCHIVES 
114:415-417, 1978). They have sug- 
gested that this association supports 
the concept that cicatricial pemphi- 
goid and bullous pemphigoid are iden- 
tical in their pathogenesis. My asso- 
ciates and I’ have reported a case of 
bullous pemphigoid that was asso- 
ciated with classical rheumatoid ar- 
thritis, as defined by the criteria of 
the American Rheumatism Associa- 
tion (ARA).* To date, this is the only 
ease, to our knowledge, of bullous 
pemphigoid associated with docu- 
mented rheumatoid arthritis. In our 
report we stressed the importance of 
using diagnostic criteria. Drs Spigel 
and Winkelmann have not provided 
enough information to support the 
diagnosis of rheumatoid arthritis in 
any of the patients they presented. 
Only two of their four patients had 
positive rheumatoid factors, and both 
of these patients were elderly (67 and 
78 years old). Svece and Veit? have 
pointed out a rise in the prevalence of 
abnormal serologic findings in an 
elderly population; therefore, these 
tests cannot be used as the confirming 
criteria in the diagnosis of rheumatoid 
arthritis. Although other evidence 
suggests that cicatricial pemphigoid 
and bullous pemphigoid are identical, 
speculation based on the possible asso- 
ciation of cicatricial pemphigoid and 
bullous pemphigoid with rheumatoid 
arthritis is not warranted. 

JEFFREY P. CALLEN, MD 

Louisville 

1. Callen JP, Anderson TF, Chanda JJ, et al: 
Bullous pemphigoid and other disorders asso- 
ciated with autoimmune phenomena. Arch Der- 
matol 114:245-246, 1978. 

2. Rodnan GP, McEwen C, Wallace SL (eds): 
Primer on the rheumatic diseases. JAMA 224 
(supp! 5):799-802, 1973. 

3. Svec KH, Veit BC: Age-related antinuclear 
factors: Immunologic characteristics and asso- 


ciated clinical aspects. Arthritis Rheum 10:509- 
516, 1967. 


In Reply.—I must disagree with Dr 
Callen with regard to the diagnosis of 
rheumatoid arthritis in three of the 
four patients in our recent report. On 
the basis of history, clinical findings, 
and laboratory and roentgenographic 
data, the three cases fit the criteria 
for definite rheumatoid arthritis.’ 
Callen implies in his letter that 
because only two of the four patients 
had a positive rheumatoid factor, a 
diagnosis of rheumatoid arthritis can- 
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not be made. He does not seem to take 
into consideration the other data 
provided. I am sure that I do not need 
to point out that a positive rheumatoid 
factor is only one of 11 criteria used to 
make the diagnosis in the ARA’s list. 
In addition, the fourth patient, who 
also happened to have a positive rheu- 
matoid factor, did not have rheuma- 
toid arthritis. He had ankylosing 
spondylitis as well, and this is clearly 
stated in the report. 

The four classifications used in the 
ARA's list, classical, definite, proba- 
ble, and possible rheumatoid arthritis, 
depend primarily on the number of 
the 11 basic criteria each patient has. 
Sometimes it is diffieult to decide to 
which classification a patient belongs. 
As an example, in Callen and coau- 
thors’ report? they clearly state that 
their patient has definite rheumatoid 
arthritis based on the ARA’s criteria. 
Yet in Dr Callen's letter, he states 
that their patient has classical rheu- 
matoid arthritis. In any event, I agree 
that their patient has rheumatoid 
arthritis. I also believe the patient in 
Lillicrap’s article? and the patients in 
Salo and Rasanen’s article,‘ from the 
information provided, had rheumatoid 
arthritis. 

Diseases that are presumed to be 
autoimmune, when associated with 
other diseases, do give credence to 
each of the diseases being, in fact, 
autoimmune. 

Dr Winkelmann and I did not claim 
that cicatricial pemphigoid and bul- 
lous pemphigoid are identical in their 
pathogenesis. All we wished to do was 
to report the association of cicatricial 
pemphigoid and rheumatoid arthritis 
for what we believed to be the first 
time and to speculate on the role of 
the rheumatoid factor. We also 
wanted to show certain similarities 
between cicatricial pemphigoid and 
bullous pemphigoid in relation to the 
development of rheumatoid arthritis. 
Now both of these bullous diseases 
have been reported in association with 
the same immunologic disease. Specu- 
lation on what this all means is food 
for thought from which ideas are born 
and, as such, is always warranted. 

G. THOMAS SPIGEL, MD 
Rochester, Minn 


1. Rodnan GP, McEwen C, Wallace SL (eds): 
Primer on the rheumatic diseases. JAMA 
224(suppl 5):663-805, 1973. 

2. Callen JP, Anderson TF, Chanda JJ, et al: 
Bullous pemphigoid and other disorders asso- 
ciated with autoimmune phenomena. Arch Der- 
matol 114:245-246, 1978. 

3. Lillierap DA: Rheumatoid arthritis and 
pemphigoid. Proc R Soc Med 56:921-922, 1963. 

4. Salo OP, Rasanen JA: Pemphigoid and rheu- 
matoid arthritis. Ann Clin Res A(suppl 9):173-177, 
1972. 
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Scabies—Resistance to Treatment 
With Crotamiton 


To the Editor.—Scabies is generally 
treated in the United States with the 
topical application of gamma benzene 
hexachloride cream or lotion, crotami- 
ton cream, or 6% to 10% precipitated 
sulfur in petrolatum. The gamma 
benzene hexachloride lotion or cream 
and the crotamiton cream are general- 
ly applied from the chin down and are 
left on, in the case of gamma benzene 
hexachloride, from 12 to 24 hours, and 
in the case of crotamiton, for 24 hours. 
The application of crotamiton may be 
repeated 24 hours later, while gamma 
benzene hexachloride is generally not 
repeated unless necessary, and then 
not until one week has elapsed. The 6% 
precipitated sulfur in petrolatum is 
generally applied over the entire body 
surface nightly for three nights. I 
would like to report two cases of 
scabies that did not respond to treat- 
ment with crotamiton. 


Report of Cases.—CASE 1.—A 10!ó-month- 
old infant was seen on Nov 18, 1977, 
because of a generalized pruritic eruption. 
A scraping of a lesion from the foot showed 
eggs and a mite typical of scabies. The 
patient was treated with crotamiton 
cream, which was to be left on for 24 hours 
and repeated again one week later. The 
patient was seen on Nov 22 because of 
bullous impetigo and he was given erythro- 
mycin. On Nov 28 the eruption had not 
changed in character and thus crotamiton 
was preseribed once more to be left on for 
24 hours and repeated again four days 
later. On Dec 8 there were nodular areas of 
involvement on the feet and abdomen. 
Beeause of this, a tar and topical steroid 
preparation was prescribed. On Dec 15 
there were multiple erythematous nodules 
on the trunk and extremities. A scraping 
from the foot again showed eggs typical of 
scabies. Because of this, therapy was 
changed to 5% precipitated sulfur oint- 
ment. This was applied daily for three days 
from Dec 15 to Dec 17. Because of lack of 
response to therapy, 5% precipitated sulfur 
ointment was applied every other day from 
Dec 22 to Dec 29. Again, on Dec 29 it was 
decided to apply the precipitated sulfur 
daily for another two weeks because of the 
persistence of lesions. In addition, gamma 
benzene hexachloride was applied for four 
hours on Dec 29 and again on Jan 6, 1978. 
The eruption appeared to clear with this 
therapy, but a recurrence developed on Feb 
3, and it was necessary to treat the infant 
with 6% precipitated sulfur in petrolatum 
daily for three days. This was used in spite 
of the fact that scrapings from the skin did 
not show evidence of scabies. 

CASE 2.—A 17-year-old girl was seen on 
March 24, 1978, because of typical scabies 
involving the trunk and extremities. A 
scraping from the hand showed eggs typi- 
cal of scabies. The patient had previously 
been treated with four courses of therapy 
with erotamiton cream. Each course of 


therapy consisted of nightly applications of 
crotamiton cream on two succeeding days. 
This cream was left on for 24 hours each 
time. Because of the poor response to ther- 
apy, gamma benzene hexachloride lotion 
was prescribed. The patient's eruption 
cleared with one 24-hour application of this 
preparation. 


Comment.—Ciba-Geigy Corpora- 
tion, the manufacturer of crotamiton 
cream, was contacted. Dr Naomi 
Kaplan informed me that she re- 
viewed the files of the company for 
the past eight years and was not able 
to find evidence of any reports similar 
to the previously mentioned cases. 
Since many physicians are not pre- 
scribing gamma benzene hexachloride 
lotion for infants and young children 
with scabies and since, in many 
instances, they are prescribing cro- 
tamiton cream, I think that it is 
important for all of us to be aware 
that some cases of scabies may be 
resistant to crotamiton. This can be 
confirmed by microscopic examina- 
tion of affected tissue. In these 
instances, it would be best to change 
therapy to 6% to 10% precipitated 
sulfur in petrolatum, which can be 
applied nightly for three consecutive 
nights. However, as can be seen from 
case 1, this preparation may not 
always be effective. 

RALPH J. CoskEY, MD 
Detroit 


Nonproprietary Name and 
Trademark of Drug 
Crotamiton—Eurax Cream. 


Scabies and Role of Race 


To the Editor.—In a letter in the April 
issue of the ARCHIVES (114:627, 1978), 
Alexander made the observation that 
in a practice, consisting of predomi- 
nantly black patients, the diagnosis of 
scabies was more common in whites. 
Of 37 patients, 31 were white, one was 
black, and the remainder were other 
racial groups. His practice was 48% 
black and 36% white. In 1972, 1973, 
and 1975, all diagnoses made at the 
dermatology clinics of four US Army 
medical centers (Walter Reed, Wash- 
ington, DC; Fitzsimons, Denver; Let- 
terman, San Francisco; and Brooke, 
San Antonio, Tex) were recorded. The 
cumulative statistics on scabies for all 
three years and all four hospitals form 
the basis for this communication. Only 
those patients in whom the initial 
complaint was diagnosed as scabies 
were counted in the tabulation. Only 
first-visit statistics were utilized for 
total statistics, so that follow-up visits 
for the same problem were not 
recounted (Table). 
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Of the 129,275 patients seen in the 
clinics, 550 (0.4%) were seen primarily 
for scabies. Of these, 55 (10%) were 
black, and 451 (82%) were white. Of 
the 129,275 patients, 14,680 (11%) were 
black, and 107,035 (88%) were white. 
Sarcoptes scabiei appears to be color 
blind. The observation that was made 
by Alexander was not confirmed. The 
differences between his findings and 
ours are probably due to sample size 
and to differences in patient selection: 
his data came from a smaller, private 
practice, and our data came from a 
large medical care system less subject 
to selection factors, such as geograph- 
ic location, social and economic status, 
and varying life-styles. 

Unfortunately, neither study can 
prove that a racial difference exists in 
susceptibility to scabietic infestation. 
That would require examining every 
person in a city or a large army post to 
find the actual prevalence or incidence 
of scabies. Both studies report the 
number and percentage of patients 
with scabies who were seen in a 
dermatologic practice. Technically, 
such studies are termed “proportion- 
ate rate” and cannot provide the true 
frequency of a disease in a popula- 
tion.’ 

ROBERT L. RIETSCHEL, MD 
CHARLES W. LEwis, MD 
Fort Sam Houston, Tex 
HENRY E. JONES, MD 
WILLIAM A. AKERS, MD 
San Francisco 

JOSEPH GREENBERG, MD 
San Rafael, Calif 


1. Allen AM: Epidemiological methods in 
dermatology: I. Describing the occurrence of 
disease in human population. /nt J Dermatol 
17:186-193, 1978. 


In Reply.-l appreciate the remarks 
and statistical data provided by Drs 
Rietschel and colleagues. Further- 
more, I have no real disagreement 
with their comments regarding the 
diffieulty of assessing the prevalence 
of disease(s) in a given population. I 
am sure this is an area in which many 
of us are hesitant to draw any rigid 
conclusions. 
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Proportionate Rate of Diagnosis of Scabies at Four Army Hospitals 
Black White Other All Races Total All Patients 
m _——— m n for Seen by 
Age, yr M F M F M F M F Age Age Group 
Under 2 1 0 3 3 2 1 6 4 10 652 
2-11 3 3 25 22 4 1 32 26 58 7,152 
12-17 2 2 21 26 3 2 26 30 56 17,100 


18-45 ati AS. AEG... 116" 106 19. 229. 141 370 57,796 
46 and over 2 2 30 20 1 1 33 23 56 46,575 


18 326 













224 550 129,275 


Nevertheless, since the publication 
of my letter, I have received communi- 
cation from two more dermatologists 
(one in Los Angeles, the other at a 
military installation in Virginia) who 
have also been impressed by the rela- 
tive paucity of black patients with 
scabies that they have seen. With 
scabies tending to be one of the most 
symptomatic diseases to afflict the 
skin, it is doubtful that blacks with the 
condition would be any less likely to 
seek treatment than nonblacks. 

Perhaps it is best to say that the 
role played by race—if any-in the 
development of scabies is unclear. 
Additional observations and data are 
needed if we are to find the answer to 
this interesting question. 

A. MELVIN ALEXANDER, MD 
Columbia, Md 


Atopic Dermatitis 


To the Editor.-In view of recent 
discussions of the Scholtz regimen in 
letters to the editor (ARCHIVES 
113:1616, 1978, and 114:1099, 1978), I 
submit the following comments. Four- 
teen years have elapsed since I 
reported' a regimen for the manage- 
ment of the skin of the atopic patient. 
It was my purpose to (1) emphasize 
and focus attention on pathogenic 
mechanisms in the skin itself and 
minimize the role of "allergic" and 
psychiatric factors, and (2) show that 
the dermatitis could be successfully 
managed without systemic corticoste- 
roid therapy. My own subsequent 
experience continues to indicate the 
usefulness of the essentials of the 
program, the two measures of 
greatest importance being reducing, 
to the extent possible, stimuli to 
sweating that occur in daily life (the 
hot bath, exercise, strong emotional 
reactions), and reducing the popula- 
tion of pathogenic bacteria in the skin 
with systemic antibiotics. In the past 
the bacterial factor in atopic dermati- 
tis had received scant attention. 
Abnormal reactions to acetylcholine 
release in the patient with atopy may 
well be the basis for the initial pruritic 
stages of the cutaneous reaction. I 


accept the concept that the" initial 
pathological reaction in atopie skin is 
noninflammatory and not eczematous, 
and when these conditions are present 
they are the result of secondary 
factors of which pathogenic bacteria 
are the most common, necessitating 
repeated courses of systemic antibiot- 
ies for control. 

Since the majority of persons with 
atopy have excessively dry and kera- 
totie skin, effort should be made to 
preserve whatever surface lipid film is 
present, just as for other forms of 
asteatosis. I did not see Cetaphil lotion 
itself as having special therapeutic 
properties, but only as a suitable 
cleanser that minimized defatting the 
surface. Some patients use Cetaphil 
lotion repeatedly during the day as a 
cooling, soothing application for relief 
of pruritus and dryness. 

Dry skin, whether atopic or not, is 
often itchy. The observation that oils 
and grease cause many persons with 
atopic skin to itch was not original 
with me, and is well known to many 
clinicians. In this respect the atopic 
skin is different than most forms of 
asteatosis and seems  paradoxical. 
This, no doubt, may be variable in 
people and in different climates. A 
“lubricant” that does not cause heat- 
ing and occlusion in the atopic skin 
would be welcome. 

Topical corticoids remain the most 
effective agent for resolving localized 
areas of chronic eczematous dermati- 
tis and lichenification. If all other 
measures are given adequate atten- 
tion, the amount of corticoid required 
is not great. The choice of vehicle 
must be selected for the individual 
patient. Nongreasy vehicles are cho- 
sen, not because these formulations 
are shown by assay to be more effec- 
tive, but because usually they are 
better tolerated by the atopic skin. 
Classical ointments cause occlusion, 
heating, and sweat poral closure. 
Newer emollient creams are more 
successful. Solutions and gels are 
excellent but must be used sparingly 
so they do not remain “wet” on the 
skin, 

Since multiple pathogenic mecha- 
nisms are operating in the atopic skin, 
there can be no simplistic answer to 
the problem. It seems, however, that if 
stimuli to sweating and pathogenic 
bacteria can be controlled, the skin 
need not be a cause of serious disabil- 
ity for the person with atopy. 

Jup R. ScHoLTZ, MD 
Stanford, Calif 


1. Scholtz JR: Management of atopic dermati- 
tis. Calif Med 102:210-216, 1965. 
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Heroin’ Adulterants and 
Skin Disease 


To the Editor.-While working in 
Detroit General Hospital during the 
past three years, I have observed a 
number of heroin users. Most of them 
have had the usual tracks, scars, and 
ulcers. A few of them, however, have 
had morbilliform and fixed erythemas 
as well as an occasional vasculitis, 
none of which were attributed to 
endocarditis or hepatitis. To better 
ascertain the possible etiology of 
these lesions, it was believed that a 
list of adulterants might prove useful. 
A call to the police crime laboratory 
revealed some interesting facts. 

The heroin in the city is now 0.1% to 
1.0% pure heroin owing to heavy 
enforeement by the drug division. 
Milk sugar continues to be the major 
adulterant. Quinine is used only rarely 
now because of increased cost. Some 
of the more esoterie substances now 
being used include procaine hydro- 
chloride, lidocaine (Xylocaine), di- 
phenhydramine hydrochloride (Bena- 
dryl), methapyrilene hydrochloride 
(Dormin), diazepam (Valium), metha- 
qualone (Quaalude), mannitol, phency- 
clidine hydrochloride (PCP), nonalka- 
loid and monomethyl processing deri- 
vatives, caffeine, cocoa powder, 
instant coffee, table salt, pepper, 
aspirin, and bicarbonate of soda. 
Perhaps the most unusual is nail 
polish remover that is mixed with the 
other substances and then heated. The 
acetone evaporates and leaves a light 
brown product, which supposedly re- 
sembles Mexican brown heroin. 

This list does not completely explain 
the eruptions we have seen here, but it 
gives some clues to the possible etiolo- 
gy. In addition, it provides some 
insight into a small subculture of our 
metropolitan society. 

WARREN J. REDMOND, MD 
Detroit 


Nonproprietary Name and 
Trademark of Drug 


Phencyclidine hydrochloride—Sernylan. 


Multiple Trichilemmomas in 
Cowden’s Syndrome 


To the Editor.—In the article “Multi- 
ple Hamartoma Syndrome (Cowden’s 
Disease)," which appeared in the May 
1978 ARCHIVES (114:743-746, 1978), 
Nuss et al incorrectly stated in the 
abstract that the association of multi- 
ple cutaneous trichilemmomas is a 
previously unreported finding in 
Cowden’s syndrome. In Table 1 (p 745) 
and on page 746, Nuss and colleagues 
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correctly stated that trichilemmomas 
have been reported previously in 
Cowden’s syndrome, but they did not 
cite any references. Readers of the 
ARCHIVES may be interested in the 
following pertinent references: M. H. 
Brownstein et al: "Trichilemmomas in 
Cowden’s Disease” (JAMA  238:26, 
1977); M. H. Brownstein et al: "The 
Dermatopathology of Cowden’s (Mul- 
tiple Hamartoma) Syndrome” (Arch 
Dermatol 113:1718, 1977); and M. H. 
Brownstein and L. Shapiro: "The 
Pilosebaceous Tumors" (Int J Derma- 
tol 16:340-352, 1977). In addition, the 
communication "Cowden's Disease: A 
Cutaneous Marker of Breast Cancer," 
by M. H. Brownstein and associates 
(Cancer 41:2393-2398, 1978), summa- 
rized 32 known cases of Cowden's 
disease, and indicated that among 21 
women, breast cancer had already 
developed in ten (bilateral in four). 
The women in whom breast cancer has 
not yet developed have a number of 
breast diseases, and several have 
mothers with breast cancer. 

MARTIN H. BROWNSTEIN, MD 

Great Neck, NY 


In Reply.—We would like to thank Dr 
Brownstein for his informative letter. 
He is correct that the association of 
cutaneous trichilemmomas has been 
reported previously to our article 
published in the May 1978 ARCHIVES. 
In Table 1 (p 745) and on page 746, we 
stated that trichilemmomas had been 
reported previously in Cowden's syn- 
drome, but we did not cite a reference. 
We erred and should have cited refer- 
ence 7 by Greer et al (J Periodontal 
47:531-534, 1976). These authors re- 
ported a cutaneous trichilemmoma in 
a 42-year-old woman with Cowden’s 
disease. Dr Brownstein’s articles had 
not been published at the time we 
submitted our article for publication. 
We were aware of his articles at the 
time we submitted our final edited 
article for publication, but we were 
unable to incorporate his articles in 
our article due to a publication dead- 
line with the ARCHIVES. 

DoNaLD D. Nuss, MD 

Aurora, Colo 


Granulomas in Mastectomy Scars 


To the Editor.—Ulcerating, small pap- 
ular granulomas (Figure) were exam- 
ined in the mastectomy scars of three 
patients. 

These 3- to 6-mm papules were soft, 
and removal of the crust resulted in 
brisk capillary bleeding. About some 
of the papules there was a collarette of 
intact skin. In all cases, biopsy speci- 
mens showed various stages of granu- 





Ulcerating, small papular granulomas. 


lation tissue. Polariscopic examina- 
tion for refractile material was nega- 
tive. No other foreign bodies were 
identified. 

These granulomas developed four to 
24 months after surgery. The patients 
said the lesions bled from time to 
time; at other times, they would heal 
over and be asymptomatic. The type 
of carcinoma and the operation did 
not appear to be significant. None of 
the patients had received radiothera- 
py. Curettage after biopsy was cura- 
tive. These granulomas should not be 
confused with recurrent carcinoma. 

ROBERT JACKSON, MD 
Ottawa 


Hyperkeratosis of the Nipple 


To the Editor.—In the December 1977 
issue of the ARCHIVES (113:1691-1692), 
Mehregan and Rahbari described two 
cases of hyperkeratosis of the nipple 
and areola of the nevoid type, and 
they mentioned that this is a very rare 
condition and, with their cases, there 
are only 15 reported cases in the liter- 
ature. 

The following case was recently 
observed at the Dermatology, Venere- 
ology, and Allergy Unit, Ecuadorian 
Institute of Social Security, Guaya- 
quil, Ecuador. 


Report of a Case.—A 21-year-old woman 
was seen in June 1978 for skin changes, 
involving both nipples, of five years' dura- 
tion. Physical examination showed thick- 
ening of the nipples, with yellowish discolo- 
ration. The lesions were bilaterally sym- 
metric and asymptomatic. Since March 
1978, she had been receiving treatment 
with topical corticosteroids, topical treti- 
noin (retinoic acid), and oral vitamin A, 
without any progress. On physical exami- 
nation, nevus sebaceus in the scalp and 
dystrophy of the teeth were found. 


This case belongs to type 3 of the 
Levy-Franckel classification, men- 
tioned by Mehregan and Rahbari; in 
other words, this ease belongs to the 
nevoid form, which is similar to 
Mehregan and Rahbari's two cases. 

WENCESLAO OLLAGUE, MD 
Guayaquil, Ecuador 
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Reaction to Gold Therapy 


To the Editor.-ln response to our 
report of "Glittering with Gold Thera- 
py” (ARCHIVES 114:287-288, 1978), Her- 
mann Pinkus, MD, (written communi- 
cation, March 8, 1978) called our atten- 
tion to a report by Moore' (1935) of a 
similar reaction to gold therapy: 


A man about 30 years of age, with a chronic 
infective arthritis affecting the larger 
joints and spine, was receiving aurothera- 
py. He had remarked to me that particles 
of gold sometimes came out of his fingers. 
On one occasion, seven minutes after an 
intramuscular injection of 0.2 gm of an oily 
suspension of aurothioglucose, I saw in the 
sweat on the volar aspects of his fingers 
shining particles of gold. As this happened 
after a subsequent injection, a very rapid 
absorption of the salt was suggested. The 
fact that the sweat glands act as excretory 
organs for the salt is also very interesting. 
I have never noticed this in any other case 
so treated, and have never seen such 
recorded. It would be interesting to know if 
others have had a similar experience. 


Dr Pinkus also noted a report by 
Wile and Courville? (1940) that cited 
Moore's observation. 

Dr Pinkus pointed out that in 1941 
Stillians? expressed astonishment that 
Moore's report of the "ability to 
reduce a gold preparation to the 
metallie state in one's body" had not 
received greater attention. Dr Pinkus 
enthusiastically agrees with Dr Stil- 
lians' opinion. 

STEVEN R. Konn, MD 
New York 

LAWRENCE J. DENSON, MD 
Hackensack, NJ 


1. Moore T: Reactions following gold injec- 
tions. Br Med J 1:389, 1935. 

2. Wile UJ, Courville CJ: Pityriasis-rosea-like 
dermatitis following gold therapy. Arch Derma- 
tol Syphilol 42:1105-1112, 1940. 

3. Stillians AW: The gods do nod at times. 
Arch Dermatol Syphilol 43:389-390, 1941. 


The Kóbner Phenomenon in 
Eruptive Xanthoma 


To the Editor.—Kóbner's (isomorphic) 
phenomenon represents the induction 
by nonspecific trauma of a rash pres- 
ent spontaneously elsewhere. It is a 
matter of common experience that it 
occurs in lichen planus and psoriasis, 
but it also is seen in a number of rarer 
dermatoses. 


Report of a Case.—A 17-year-old boy had 
a six-week history of weight loss, thirst, 
and polyuria. Simultaneously, a profuse 
yellow-pink papular rash that involved the 
face, buttocks, and the extensor surfaces of 
the limbs developed. Funduscopic examina- 
tion revealed lipemia retinalis. A clinical 
diagnosis of diabetes mellitus with erup- 
tive xanthoma was made. The diagnosis 
was confirmed by the following values: 
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Linear group of papules along scratch 
marks on thigh. 


serum cholesterol, 20 mmole/liter (normal, 
3.1 to 6.2 mmole/liter); and. serum triglyc- 
erides, 110 mmole/liter (normal, < 1.7 
mmole/liter). 

The patient complained of generalized 
pruritus, and he noted that linear groups of 
papules along scratch marks on his thighs 
had developed (Figure) A subungual 
xanthoma at the site of a hammer-blow 
injury had also developed. 

Strict control of the patient’s diabetes 
with highly purified (pork) neutral insulin 
and a low animal-fat diet produced a rapid 
return of his blood lipid level to normal. 
After six weeks the eruption had faded 
substantially. 


Comment.—The mechanisms that 
induce posttraumatic lesions in some 
skin diseases are still largely obscure. 
The physical sign that results is 
certainly of diagnostic value. In the 
case of extreme hyperlipidemic states, 
it may well be that capillary damage 
produced by trauma permits lipid- 
laden plasma to escape into the 
dermis. This action initiates a macro- 
phage response, and the clinical lesion 
would then develop. 

Discussion with our senior col- 
leagues suggests that the Köbner 
phenomenon is not uncommon in 
hyperlipidemia, and we are hoping to 
collect other cases for study. 

DEREK J. BARKER, MB, MRCP 
DaviD J. GOULD, MB, MRCP 
Leeds, England 


N. R. Rowell, MD, permitted the report of this 
case. 


Tinea Faciei Mimicking Lupus 
Erythematosus 


To the Editor.—The misdiagnosis of 
tinea faciei mimicking other skin 
conditions constitutes a problem of 
considerable practical importance. A 
notable example of this is the case 
reported by Pravda and Pugliese in 
the February issue of the ARCHIVES 
(114:250-252, 1978) in which the pa- 
tient was treated for 22 years for a 
“photosensitivity disorder.” It would 
seem, however, that such cases are 
much more frequent than indicated by 
these authors. They state that “...a 
literature review revealed only 35 
reported cases....” In our article 
published in January 1976, we re- 
ported 16 cases of tinea faciei mimick- 
ing lupus erythematosus, which would 


raise the number of cases to 51. 

As a matter of fact, I personally 
have seen an even greater number of 
similar cases, but our report contained 
only those misdiagnosed as lupus 
erythematosus since, whatever other 
disease may be mimicked by tinea 
faciei, its misdiagnosis as lupus ery- 
thematosus entails the most serious 
therapeutic and prognostic conse- 
quences. Furthermore, in the several 
years that have passed since the writ- 
ing of that article, my colleagues and I 
have seen additional cases. The review 
might also have included the reports 
of several other authors.^^ Like other 
authors, we, too, found that in most 
cases the causative agent was usually 
Trichophyton rubrum or T mentagro- 
phytes (var granulare), with T viola- 
ceum seen in a few cases. 

There is no doubt that the possibili- 
ty that tinea faciei may mimic other 
diseases, among them lupus erythe- 
matosus, should be kept in mind at all 
times by the dermatologist. 

ELEASAR J. FEUERMAN, MD 
Petah Tikva, Israel 


l. Feuerman EJ, Alteras J, Sandbank M: 
Lupus erythematosus-like tinea faciei: A clinical 
and mycological survey of 16 cases. Castellania 
4:21-23, 1976. 

2. Degas R, Poupinel A, Belaich S: Trichophy- 
tie du visage (à Trichophyton rubrum). Bull Soc 
Franc Derm Syph 13:380, 1966. 

3. Drouhet E, Robin J: Mycose cutanée simu- 
lant un lupus erythémateux provoquée par 
Trichophyton tonsurans var acuminatum. Bull 
Soc Franc Derm Syph 16:502-505, 1969. 

4. Schapiro L: Tinea facialis. Arch Dermatol 
99:504-505, 1969. 

5. Elton RF, Mehrezan AM, Grekin JN: Tinea 
faciei: A report of 14 cases with non-specific skin 
lesions. Cutis 12:394-396, 1973. 


In Reply.—We appreciate the interest 
shown by Dr Feuerman in our article, 
"Tinea Faciei." We are not surprised 
that Dr Feuerman and colleagues 
have reported an additional 16 cases, 
as it is probably a much more common 
entity than recent reports indicate. 
We purposely limited our review, 
for the most part, to the reputable 
journals listed in the standard medical 
references. We have been unable to 
find Dr Feuerman's publication (Cas- 
tellania) in the Index Medicus or any 
other standard medical journal refer- 
ence. We tried to include as many 
reliable sources as possible in compil- 
ing the data for our article. This 
included many of the articles Dr 
Feuerman alleges we omitted. Howev- 
er, if any reliable references were 
omitted, it was purely accidental, and 
we apologize to the respective authors 
of such reports. 
DOUGLAS J. PRAVDA, DO 
MICHAEL PUGLIESE, MD 
Kenilworth, NJ 
N 
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Patient with Grade Ill acne before 


Patient with acne vulgaris clearing after 44 days 
MINOCIN therapy. 


of MINOCIN therapy. 


BUT WHAT ABOUT TODAY... 





MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary 


Contraindications: Hypersensitivity to any tetracycline. 
Warnings: Intravenous use, particularly in pregnancy, in daily doses 
exceeding 2 grams has been associated with deaths through liver 
failure. When need for intensive treatment outweighs potential dan- 
gers, perform renal and liver function tests before and during therapy: 
also follow serum concentrations. In renal impairment, usual doses 
may lead to excessive accumulation and liver toxicity. Under such 
conditions, use lower total doses, and, in prolonged therapy, determine 
serum levels. This hazard is of particular importance in |.V. use in 
pregnant or postpartum patients with pyelonephritis. In such cases, 

. the blood level should not exceed 15 mcgm/ml. and liver function 

sts should be made at frequent intervals. Do not prescribe other 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines 





during tooth development (last half of pregnancy, infancy and child- 
hood to the age of 8 years) may cause permanent discoloration of the 
teeth (yellow-gray-brown). This is more common during long-term use 
but has been observed following repeated short-term courses. Enamel 
hypoplasia has also been reported. Tetracyclines, therefore, should 
not be used in this age group unless other drugs are not likely to be 
effective or are contraindicated. Photosensitivity manifested by an 
exaggerated sunburn reaction has been observed in some individuals 
taking tetracyclines. Advise patients apt to be exposed to direct 
sunlight or ultraviolet light that such reaction can occur, and discon- 
tinue treatment at first evidence of skin erythema. Studies to date 


<! 
BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
effects (lightheadedness, dizziness, vertigo) have been reported, may 
disappear during therapy, and always disappear rapidly when drug 

is discontinued. Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery while taking this 
drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. New- 
borns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 
indicate that photosensitivity is rarely reported with MINOCIN 25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 
Minocycline HCI. In patients with significantly impaired renal func- ^ rate, reversible when drug was discontinued. Tetracyclines are present 
tion, the antianabolic action of tetracycline may cause an increase in in the milk of lactating women who are taking a drug in this class. 


(cont d) 
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MINOCIN Minocycline HCI 

Oral and Intravenous Brief Summary continued) 

Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In venereal diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may require downward adjustment of such 
dosage. Test for organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicillin 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region 


Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above (“Warnings”). Renal 
toxicity: rise in BUN, dose-related (see "Warnings ). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus 
In young infants, bulging fontanels have been reported following full 
therapeutic dosage, disappearing rapidly when drug was discontinued 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia 
CNS: (see Warnings”). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to occur 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 
Minocycline HCI is not notably influenced by foods and dairy products 





CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 
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2 LEDERLE LABORATORIES 
A Division of American Cyanamid Compar 


Pearl River, N.Y. 10965 





Dermatology: An Illustrated Guide, ed 2, by 
Lionel Fry, 164 pp, 506 color illus, Fort Lee, NJ, 
Update Publishing International Inc, 1978. 


It is always a pleasure to discover a 
book like this. Dr Fry's writing 
possesses those two qualities that are 
all too often missing in scientific 
work—succinctness and clarity. These, 
combined with the excellent photo- 
graphs and fine sense of pace, make 
this a most interesting and enjoyable 
volume. The author has clearly suc- 
ceeded in accomplishing what he 
intended, ie, to write a fine book for 
the student and the nonspecialist. 

Dr Fry wastes no time, and after a 
concise chapter on history and exami- 
nation, immediately enters the dread 
quagmire of the eczemas. He has 
recognized that nothing is more frus- 
trating and confusing to the student 
than the concept of the various ecze- 
matous dermatitides. The six chapters 
dealing with these diseases give a 
logical classification and numerous 
pictorial examples. The attempt to 
make the reader "comfortable" with 
this very confusing area of dermatolo- 
gy is worthy of high praise. The 
author then discusses psoriasis, fun- 
gal, bacterial, and viral diseases, and 
other common dermatologic problems 
in a similarly clear manner. 

Perhaps the book's greatest weak- 
ness is burying the discussion of 
pigmentary and hair problems in the 
final chapters, behind such diseases as 
leprosy and leishmaniasis. Somewhat 
more emphasis on these common prob- 
lems would be appropriate in a book of 
this genre. Nevertheless, this is only a 
small fault. 

The discussion of therapy through- 
out the book is always logical and 
current. There is a short appendix 
that lists the generic and trade names 
of commonly used drugs in the United 
Kingdom and the United States. 

As a course book for an introduction 
to dermatology, Dr Fry's illustrated 
guide is highly recommended. It is far 
more than an atlas (the title is some- 
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what confusing), although the photo- 
graphs are of the highest quality. For 
the student and nondermatologist, it 
would be hard to find a more practical 
and interesting book. 
ROBERT S. SHAPS, MD 
San Francisco 


Adolescent Dermatology, vol 19, edited by 
Lawrence M. Solomon, Nancy B. Esterly, and E. 
Dorinda Loeffel, Major Problems in Clinical 
Pediatrics Series, 485 pp, 176 illus, plus 12 color 
plates, $36.50, Philadelphia, WB Saunders Co, 
1978. 

This book is volume 19 in the series 
Major Problems in Clinical Pediat- 
rics. From its inception 15 years ago, 
this series has acquired an excellent 
reputation. Several monographs in the 
series have become indispensable to 
the practicing pediatrician, including 
Solomon and Esterly's previous vol- 
ume, Neonatal Dermatology. This vol- 
ume differs somewhat from its prede- 
cessor. Unlike Neonatal Dermatology, 
more than 15 authors have contrib- 
uted chapters to this book. Although 
one gains the special expertise of a 
highly qualified group of contributors, 
the uniformity of approach and per- 
sonal style that characterized the 
earlier book have been lost. Another 
difference lies in the nature of the 
subject. Neonatal dermatology is a 
logical clinieal division of dermatolo- 
gy; the diseases that affect neonates 
and the unique neonatal physiological 
responses to them justify separate 
consideration. Is adolescent dermatol- 
ogy also a logical clinical division? For 
adolescents, the distinctions may lie 
not so much in the physiology of 
adolescent skin and its catalogue of 
diseases, but in how these interact 
with the adolescent's psychosocial de- 
velopment. The chapter on psoriasis 
and another entitled "Understanding 
the Adolescent Patient" directly ad- 
dress the issues of objective disease 
and subjective response and discuss 
the implications of these issues for the 
practitioner. 


A concise introduction to the struc- 
ture and function of skin, followed by 
a section on common diagnostic proce- 
dures, will provide fundamental infor- 
mation and skills necessary to ap- 
proach the dermatologic patient. 
These are followed by chapters on 
individual diseases or groups of 
diseases. Some of the chapters merit 
special comment. The first chapter is 
an excellent discussion of acne. This is 
followed by a chapter on eczema, 
which contains a concise summary of 
current thinking in this field. The 
chapters on venereal disease are 
outstanding. The numerous photo- 
graphs that accompany the section on 
syphilis will impress the reader with 
the wide range of possible clinical 
expressions of this disease. The chap- 
ter on lupus erythematosus is highly 
recommended; this chapter includes a 
fascinating historical introduction 
and an excellent, up-to-date summary 
of the voluminous literature available 
on this subject. 

This book should prove indispens- 
able to physicians who provide pri- 
mary care to adolescents. Dermatolo- 
gists, however, may be frustrated at 
times by omissions and superficial 
discussions. For example, in the chap- 
ter on psoriasis there is no mention of 
PUVA or generalized pustular psoria- 
sis. Also, the editors have chosen to 
discuss only briefly some entities 
(such as scleroderma) that they 
believe are adequately covered in 
other dermatologic texts. Many other 
uncommon entities, such as Darier’s 
disease or the ichthyoses, are omit- 
ted. 

This book then does not fulfill the 
need for a definitive textbook of pedi- 
atric dermatology; yet the quality of 
the contributions ranges from good to 
excellent and it contains much useful 
information. One regrets that at 
$36.50 the book is no longer the 
bargain that earlier volumes in this 
series were. 

MARY WILLIAMS, MD 
San Francisco 
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Photographed object is an artistic interpretation of 
the manifestations of skin disease. 
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Faculty Positions.— Faculty positions 
are open in the Department of Derma- 
tology, University of Iowa College of 
Medicine. Responsibilities include su- 
pervision and administration of out- 
patient and inpatient dermatologic 
care, teaching of medical students and 
residents, and research. Research 
background is essential so that the 
selected faculty members can either 
become part of the existing research 
program or establish their own pro- 
gram. All faculty serve in full-time 
status. Rank and salary are negotia- 
ble, depending on qualifications. If 
interested, contact John S. Strauss, 
MD, professor and head, Department 
of Dermatology, University of Iowa 
College of Medicine, Iowa City, IA 
52242. 


Second International Congress of Pe- 
diatric Dermatology. A 3!ó-day interna- 
tional congress for physicians in- 
volved in the treatment of pediatric 
dermatologic disease will be held in 
Chicago, Aug 23-26, 1979. This con- 
gress is designed to bring together 
practitioners for the purpose of shar- 
ing recent advances in this specialty 
area. 

An international faculty of pedia- 
tricians and dermatologists will lead 
general sessions, working luncheons, 
and in-depth study groups within the 
following areas: infectious diseases of 
the skin, neonatal dermatology, dis- 
eases of the connective tissue, immu- 
nology and immunodeficiency dis- 
eases, genodermatosis, and recent 
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advances in dermatologic therapy. 

Sponsoring this conference are the 
University of Illinois at the Medical 
Center, College of Medicine, The 
International Society of Pediatric 
Dermatology, American Society of 
Pediatric Dermatology, and The Chi- 
cago Dermatological Society. 

The registration fee is $205 and 
includes all sessions, luncheons, re- 
freshments, a reception, and all pro- 
gram materials. For further informa- 
tion write the University of Illinois at 
the Medical Center, Office of Continu- 
ing Education Services, 1853 W Polk 
St, Rm 144, Chicago, IL 60612; or call 
(312) 996-8025. 


Annual Meeting of the Society for 
Cutaneous Ultrastructure Research.— 
The 1979 Annual Meeting of the Soci- 
ety for Cutaneous Ultrastructure Re- 
search will take place at the Universi- 
ty of Barcelona on June 7-9, 1979. The 
aims and organization of the meeting 
will be similar to those of the annual 
European meetings on electron mi- 
croscopy applied to cutaneous patholo- 
gy that have been held during the past 
five years. The meeting will be open 
to dermatologists, pathologists, and 
biologists interested in the fine struc- 
ture of human skin. 

For further details and application 
forms, contact Professor J. M. Masca- 
ro, Universidad de Barcelona, Escuela 
Profesional de Dermatologia y Ven- 
ereologia, Barcelona, Spain. The clos- 
ing date for applications will be Jan 
31, 1979. 





Ninth Annual Conference on the 
Immunopathology of the Skin.—This 
conference on the basic and clinical 
immunology of the skin, a simplified 
review, will be held May 24-25, 1979, at 
the Niagara Hilton Hotel, Niagara 
Falls, NY. Ernst H. Beutner and 
Russell J. Nisengard are the organiz- 
ers. Topics to be covered include short 
reviews of immunology; basic and 
practical aspects of systemic lupus 
erythemaosus and bullous diseases; 
what’s new in immunodermatology; 
and autoimmunity and treatment of 
psoriasis. 

The registration fee is $95. Send to 
Gloria Griffin, SUNY/Buffalo, 219 
Sherman Hall, Buffalo, NY 14214. The 
deadline for registration is April 30, 
1979. This course meets the criteria 
for category 1 of the American Acad- 
emy of Dermatology Continuing Med- 
ical Education Award and of the 
Physicians Recognition Award of the 
AMA. Credit is given on an hour- 
for-hour basis. 


Sixth Annual Pediatric Dermatology 
Seminar Will Be for the Birds!—It will 
take place in the Galapagos Islands, 
Feb 17-25, 1979. There will be daily 
lectures; CME credit will be awarded. 
Because space is limited on the M/V 
Buccaneer, the largest and most luxu- 
rious ship cruising the Galapagos, 
early reservations are suggested. Tui- 
tion is $150. For information, contact 
Guinter Kahn, MD, 16800 NW Second 
Ave, North Miami Beach, FL 33169. 
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Whether you choose regular 
AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


* . AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 296 urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 

. atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
- a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 
oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARE'’s looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 


compatibility with a great many useful dermatological preparations, both 
".* AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can’t choose a more 


pleasing base for your “tailor-made” prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 





Herbert Laboratories 
Dermatology Division of Allergan Pharmaceuticals, Inc. 


z Irvine, California 92713, U.S.A. 2834 
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Lidex-E 
(fluocinonide) 005% 


The established potency 
of fluocinonide, in a soothing 
emollient base. 





Less drying than a cream, with the 
lubricating qualities of an ointment- 
cosmetically acceptable to patients. 


Especially useful wherever a 
soothing topical steroid is indicated, 
as in atopic dermatitis. 


Available in 15g and 60g tubes. 


Please see following page 
for summary of 
prescribing information 
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- (fluocinonide) 
Cream 9005% 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 6a, 9-difluoro-118, 16a, 17, 21-tetra- 
hydroxypregna-4, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 

2^g x-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Indications Inflammatory manifestations 
of corticosteroid-responsive dermatoses. 


Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions If irritation develops, discontin- 
ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX®-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Loca! adverse 
reactions have been reported with topical 
corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 
Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX-E cream 0.05% — 15g. 
and 60g. tubes 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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Howa sneeze on the 
other side of the world can 





affect your work force. . 





Flu is serious business. It 
spreads like wildfire. And has been 
known to cripple a nation's 
work force. 

The UN's World Health 
Organization keeps track of flu and 
identifies viruses so that people 
can be inoculated in time. 

The UN also has just about 
wiped out smallpox all over the 


world. It keeps check on cholera, 
yellow fever, polio, and malaria. 
By helping people everywhere, 
the UN is helping people right here., 
And that's nothing to sneeze at. 


The UN means business. 
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fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or V2 iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PN05 (DC 6589610) 





MSD For more detailed information, 

MAR consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 








How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
sept oe syrupy liquid. 

or older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 

of eui pci containing 4 mg 
dine HCl in each of cyprohepta- 
5-ml teaspoonful dine HCl each 
(with alcohol 596) 























Recommended Dosage 
Children —2 to 6 years 

Usual Maximum 
dosage daily dosage 
lteaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 












b.i.d. or t.i.d. 


Children—7 to 14 years 
Usual 

dosage 

2 teaspoonfuls 
or 1 tablet, b.i.d. 
or t.i.d. 


Adults 





or 4 tablets 





Maximum 


Usual daily dosage 
dosage 0.23 mg per Ib 
2teaspoonfuls per day 
orltablet,tid. or 0.5 mg per 


kilo per day 












Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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is needed... 


Many skin conditions can benefit from 
epidermabrasion —the controlled 
removal of the stratum disjunctum 
and other keratin excrescences of 
the stratum corneum. BUF-PUF offers 

a pleasant, easy-to-use method for 
patients to achieve thorough cleans- 
ing and smoother, healthier skin 

from head to toe. 


Acne 
BUF-PUF loosens comedones while it 
cleans and helps remove excess oil. 


Psoriasis 

Used wet or dry, BUF-PUF debrides scales 
from psoriatic lesions without manifesting 
a Koebner reaction. 


Hyperkeratosis 

Rapid, often dramatic results 
can be seen when BUF-PUF is 
used to remove the upper layers 
of toughened or scaly skin. 


Keratosis pilaris 


BUF-PUF is particularly helpful here 
because its abrasive action 
concentrates on the elevated 
areas of the skin surface. 


Tinea versicolor 
The gently abrasive 
action of BUF-PUF helps 

remove the scales, 
allowing better pene- 
tration of topical 
therapeutic agents. 


BURIAL 


Nonmedicated Cleansing Sponge 
Riker Laboratories, Inc. =FY¥} 


NORTHRIDGE, CALIFORNIA 91324 COMPANY 


© 1978, Riker Laboratories, Inc 





ANTIMICRODIAL SKIN E CLEANSER 


e RAPID AND PERSISTENT BACTERICIDAL ACTION AGAINST 
A WIDE RANGE OF MICROORGANISMS T 


e VIRTUALLY NON-IRRITATING...WITH AN EXTREMELY AMD ¢ = 
LOW POTENTIAL FOR SENSITIZATION = 


* e AS ELEGANT AS IT IS EFFECTIVE 


w STUART PHARMACEUTICALS 
x Division of ICI Americas Inc 
Wilmington, Delaware 19897 














Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 

The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique: 
color imposed on photomicrograph, magnified 130X.) 


Lidex 
(fluocinonide) 
OOB% ape inita iinan 











SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


LIDEX' (fluocinonide) 


Cream and Ointment 0.05% 


LIDEX’-E (fluocinonide) 
Cream 0.05% 


TOPSYN (fluocinonide) 
Gel 0.05% 


Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula óg, 9-difluoro- 
118, lóa, 17, 21-tetrahydroxypregna-1, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG* cream, a cream base of stearyl alcohol, 
polyethylene glycol 6000, propylene glycol, 1, 2, 
6-hexanetriol and citric acid. This white cream 


water miscible The base provide emollient and. U.V. PHOTOTHERAPY RADIOMETER 
ingredient is totally in solution, — ne aciive for PHOTOCHEMOTHERAPY of 
LIDEX ointment contains fluocinonide 0.5 mg./g. 


in an ointment base consisting ot Amerchol CAB P So RIASIS 


(mixture of sterols and higher alcohols), white 


petrolatum, propylene carbonate and propylene Features: 

glycol. It provides the occlusive and emollient effects * Direct readout in milliwatts/cm?. 

desirable in an ointment. The active ingredient is Spectral response to match the photosensitization of skin. 
totally in solution. Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 
LIDEX-E cream contains fluocinonide 0.5 mg./g. ina Wide field of view to match the cosine receiving function of 
water-washable aqueous emollient base of stearyl human skin. 


alcohol, cetyl alcohol, mineral oil, propylene glycol, AF 
sorbitan monostearate, polysorbate 60, citric acid pete o rugged and battery operated for full portability and 


d purified water. zr 
Bae WAO L.E.D. battery status indicator lamp. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in x= : "x 
a gel base consisting of propylene glycol, propy! Silicon photodiode detector for maximum stability.. 


gallate, disodium edetate, and Carbopol 940 Write Dept. A 
(carboxypolymethylene ) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, - - = 
thixotropic vehicle is greaseless, non-staining and t Ir i | ht 
completely water miscible. The active ingredient is in erna iona i NC 
totally in solution. Specialists in Light Measurement 


Indications Inflammatory manifestations of corti- DEXTER INDUSTRIAL GREEN 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection. institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic absorp- 
tion of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 


The satety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning. itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
four times daily. as needed. 

How Supplied 

LIDEX Cream 0.05% — 15g.. 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g.. 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g., 30g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g.. 30g. and 60g. tubes 


S 


SYNTEX SYNTEX LABORATORIES, INC. 
x PALO ALTO, CALIFORNIA 94304 
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Is Atopic Dermatitis a place for water? 


The most important factor in the management of patients 
with atopic dermatitis is keeping the skin moist, according to 
members of a panel discussing the disease at a conference on 
dermatologic practice held at the University of North Carolina 


School of Medicine. 








z Mc 
ream 
Aristocort: - 
AQUATAIN™ 
Hydrophilic 
Base 


TRIAMCINOLONE ACETONIDE 
Our Aquatain base Is 74.3% water 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses 

CONTRAINDICATIONS: Vira! skin diseases. 
such as varicella and vaccinia; hypersensi- 
tivity to any Component (not for ophthalmic 
use); when circulation is markedly impaired 
WARNINGS: Safety use in pregnancy has 
not been absolutely established. Do not use 
extensively. in large amounts, or for pro- 
longed periods of time in pregnant patients 
PRECAUTIONS: If irritation develops, dis- 
continue use and institute appropriate ther- 
apy. In infections, use appropriate antifunga 
or antibacterial agents; if a favorable 
response does not occur promptly, discon- 


tinue the corticosteroid until the infection 
is adequately controlled. If extensive areas 
are treated or the occlusive technique is 
used, increased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions 

ADVERSE REACTIONS: (local) Burning 
itching, irritation, aryness, folliculitis, hyper- 
trichosis, acneform eruption and hypopig- 
mentation 

ARISTOCORT A CREAM: Each gram of 
ARISTOCORT A contains 0.25 mg. (0.025%), 
1 mg. (0.196) or 5 mg. (0.596) of the highly 
active steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a 
specially formulated base composed of 


emulsifying wax NF, isopropy! palmitate, 
glycerin USP, sorbitol solution USP, lactic 
acid, 2% benzyl! alcohol and purified water 
AQUATAIN is non-staining, waterwashable 
paraben-free, spermaceti-free and has 
a light texture and consistency. 


LEDERLE LABORATORIES, 
A Division of American Cyanamid Company 
Pearl River, New York 10965 
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In multiple overt and. 
surrounding subclinical sola 
keratoses Eu 


6/22/72—Prior physical 
examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
topical applications 

of Efudex (fluorouracil) 
5% Cream. 
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7/27/72—During the d Sus nt 
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month following initiation 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


- d 


9/14/72—The patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 
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dex (fluorouracil) 
offers a predictable sequence 
of therapeutic response 


 Efude 


. fluorouracil/Roche 


THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 


E Ffudex provides a cosmetically satisfying alternative 
to conventional therapy. Incidence of scarring is low, of par- 
ticular importance when treating multiple facial lesions. 

ll Efudex therapy is convenient, effective and has shown 
a high degree of safety. .. systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 








d 

o lesions or those in easily accessible x 

5% STRENGTH INDICATED locations. However, topical chemo- 3 
FOR SUPERFICIAL therapy with Efudex (fluorouracil) 596 : 
BASAL CELL CARCINOMA . can be used for the treatment of multiple [ 
Management of superficial basal cell superficial lesions as well as for difficult 2 
carcinoma is often complicated by mul- treatment sites. Although during treat- cA 

tiple lesions which may extend over ment with Efudex the lesions and some sh 

large areas of the body. Conventional of the surrounding skin may become in- “4 
treatments such as surgical or radiation flamed and blistered temporarily, final : ; 
therapy are still preferred for single results are cosmetically gratifying. S 

Before prescribing, please consult complete product longed exposure to ultraviolet rays. Safe use in pregnancy F 
information, a summary of which follows: not established. E 


Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conven- 
tional methods are impractical, such as with multiple le- 
sions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in 
other types of basal cell carcinomas. Conventional tech- 
niques preferred for isolated, easily accessible lesions, as 
success rate is nearly 100%. Success rate with Efudex is 
about 93%. 

Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: |f occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 


® 


5% Cream, 2%and 
5% Solutions 





Precautions: If applied with fingers, wash hands im- 
mediately. Apply with care near eyes, nose and mouth. 
Solar keratoses failing to respond should be biopsied. Warn 
patients that treated area may be unsightly during therapy 
and sometimes for several weeks after. Perform follow-up 
biopsies in superficial basal cell carcinoma. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness, tenderness, suppuration, 
scaling and swelling. Also reported—insomnia, stornatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 

ranulation and eosinophilia. 

osage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration, 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas—apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice daily. Continue 
treatment for at least 3 to 6 weeks, but possibly as long as 
10 to 12. 
How Supplied: Solution, 10-ml drop dispensers containing 
2% or 5% fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 596 fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc 
Nutley, New Jersey 07110 
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"Allclearin 





Ordinary topical cortico- 
steroids are generally not 
recommended when infection 
complicates dermatoses.* 
That’s why your patients need 
Vioform™Hydrocortisone. 

Because Vioform pro- 
vides four-way action in just 
one preparation. 

Your patients can be all 
clear in Malibu...or on any 
beach...with Vioform- 
Hydrocortisone. 


*This drug has been evaluated as possibly 
effective for these indications. 
Please see brief prescribing information. 
® 


(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the Na- 
tional Academy of Sciences-National Re- 
search Council and/or other information, 
FDA has classified the indications as 
follows: 

“Possibly” effective: Contact or atopic 
dermatitis; impetiginized eczema; nummular 
eczema; infantile eczema; endogenous 
chronic infectious dermatitis; stasis der- 
matitis; pyoderma; nuchal eczema and 
chronic eczematoid otitis externa; acne ur- 
ticata; localized or disseminated neuroder- 
matitfs; lichen simplex chronicus; anogenital 
pruritus (vulvae, scroti, ani); folliculitis; 
bacterial dermatoses; mycotic dermatoses 
such as tinea (capitis, cruris, corporis, 
pedis); moniliasis; intertrigo. 

Final classification of the less-than-effective 
indications requires further investigation. 





Malibu 


CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or 
any of its ingredients or related compounds; le- 
sions of the eye; tuberculosis of the skin; most 
viral skin lesions (including herpes simplex, 
vaccinia, and varicella). 

WARNINGS 

This product is not for ophthalmic use. 

In the presence of systemic infections, appro- 
priate systemic antibiotics should be used. 
Usage in Pregnancy 

Although topical steroids have not been re- 
ported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has 
not been established. Therefore, they should not 
be used extensively on pregnant patients in 
large amounts or for prolonged periods of time. 
PRECAUTIONS 

May prove irritating to sensitized skin in rare 
cases. If this occurs, discontinue therapy. May 
stain. 

If used under occlusive dressings or for a pro- 
longed period, watch for signs of pituitary- 
adrenal axis suppression. 

May interfere with thyroid function tests. Wait at 
least one month after discontinuance of therapy 
before performing these tests. The ferric 
chloride test for phenylketonuria (PKU) can 
yield a false-positive result if Vioform is present 
in the diaper or urine. 

Prolonged use may result in overgrowth of non- 
susceptible organisms requiring appropriate 
therapy. 

ADVERSE REACTIONS 

Few reports include: Hypersensitivity, local burn- 
ing, irritation, pruritus. Discontinue if untoward 
reaction occurs. Rarely, topical corticosteroids 
may cause striae at site of application when 
used for long periods in intertriginous areas. 


Vioform- 


Hydrocortiso 


(iodochlorhydroxyquin 
and hydrocortisone) | 


The most widely 
prescribed form... 
20-Gm Cream 





DOSAGE 
Apply a thin layer to affected areas 3 or 4 times 
daily. 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% 
hydrocortisone in a water-washable base con- 
taining steryl alcohol, cetyl alcohol, stearic acid, 
petrolatum, sodium lauryl sulfate, and glycerin 
in water; tubes of 5 and 20 Gm. Ointment, 3% 
iodochlorhydroxyquin and 1% hydrocortisone in 
a petrolatum base; tubes of 20 Gm. Lotion, 3% 
iodochlorhydroxyquin and 1% hydrocortisone in 
a water-washable base containing stearic acid, 
cety! alcohol, lanolin, propylene glycol, sorbitan 
trioleate, polysorbate 60, triethanolamine, 
methylparaben, propylparaben, and perfume 
Flora in water; plastic squeeze bottles of 15 ml. 
Mild Cream, 396 iodochlorhydroxyquin and 
0.596 hydrocortisone in a water-washable base 
containing stearyl alcohol, cetyl alcohol, stearic 
acid, petrolatum, sodium laury! sulfate, and 
glycerin in water; tubes of Ve and 1 ounce. Mild 
Ointment, 396 iodochlorhydroxyquin and 0.596 
hydrocortisone in a petrolatum base; tubes 

of 1 ounce. 


Consult complete product literature before pre- 
scribing. 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 
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*The clinical significance of topical steroid formulations 


. Of prescribing information. 
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ciflorasone diacetate 005% 
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A NEW HIGH-POTENCY TOPICAL STEROID 3 
IN SATURATED SOLUTION*—NOT A SUSPENSION— 
FOR ENHANCED PENETRATION TO THE LESION 


Optimized Florone 7 


Effective in psoriasis and eczematous dermatoses vehicles enhance steroid 4 
Both Florone Ointment and Florone Cream have been a tee S vs pesi 

: : : O rone Uintment an 
extensively studied at varying daily dosage applications and Rovne Cream vehi re 3 


have been shown equieffective to other topical corticoste- 
roids in psoriasis and most eczematous dermatoses includ- 
ing atopic dermatitis, neurodermatitis, contact dermatitis, 
nummular dermatitis, and seborrhea. 


Why steroid-responsive dermatoses 

respond to Florone 

The intrinsic anti- -inflammatory potency of Florone, a new 
fluorinated steroid, is unsurpassed by any topical cortico- 
sterbid now available. Penetration of this potent and lipo- 
philic steroid to the lesion is enhanced because the Florone 
delivery systems have been optimized. 


Free of parabens 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

Systemic absorption is normally not a clinical problem. If 
extensive areas are to be treated, precautions should be 
taken, since increased systemic absorption may occur. 


Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. 


Florone Cream: 15 and 30 gram tubes 
Recommended for moist lesions or moist body areas. 


optimized; that is, Florone 
is present not only as a 

BM solution but as a 1 

saturated solution. 

















The nature ot the solvents 
in both Florone 
formulations, and the fact 
that Florone is available 
in saturated solutions—— 





(a) eliminates the 
penetration barrier of 
dissolving drug in the 4 
vehicle 4 





(b) enhances the release 
of Florone from the vehicle 
to the skin 





(C) enhances the rate 
of diffusion of Florone into 
the skin 


in saturated solutions has not been ascertained. 


€ 1978 The Upjohn Company 


‘Please see next page for brief summary 
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a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW i 
Florone onnvent 
® 
| S CREAM 
diflorasone diacetate 0,05% 


Indications 
Topically as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately. If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, ‘dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 

Ointment or Cream 0.05% in 15 and 30 gm tubes. 
CAUTION: Federal law prohibits dispensing without pre- 
scription. 
MED B-1-S 


J-5902-4 September 1978 


The Upjohn Company 
Kalamazoo, Michigan 49001 


Announcement of 


FIFTH ANNUAL 
 DERMATOCRYOSURGICAL SEMINAR 


Sponsored by 
RUDOLPH ELLENDER 


MEDICAL FOUNDATION 
Co-Sponsored by 
American Society of 
Contemporary 
Medicine and Surgery 
A.M.A. and A.A.D.— Approved 


This continuing Medical Education Activity meets with 
criteria for 8 hours credit in Category 1 for the Physician's 
Recognition Award. 


Endorsement—American Society for Dermatologic 
Surgery 


Saturday, March 31, 1979 and Sunday, April 1, 1979 


PLACE: Fairmont Hotel—New Orleans 


TOPICS: Cryobiology, Cryosurgical Therapy of Benign 
and Malignant Lesions, Deep Malignancies 
of the Head and Neck, Cryotherapy of Acne 
and Instrumentation 

DIRECTOR: Ronald R. Lubritz, M.D., Hattiesburg, 
Mississippi 

FACULTY: Gilberto Castro-Ron, M.D., Caracas, ð 
Venezuela 
Andrew A. Gage, M.D., Buffalo, New York 
Gloria F. Graham, M.D., Wilson, North 
Carolina 
Douglas R. Torre, M.D., New York, New York 
Setrag A. Zacarian, M.D. Springfield, 
Massachusetts 

CLINICAL 


DEMONSTRATIONS —Cryosurgical Techniques on patients via 
closed circuit TV 


TUITION: — $195.00 


For further information contact: 
A. V. Ravagni, Business Secretary 
Roof, Delta Towers, 1732 Canal Street 
New Orleans 70112 USA 
Ph: (504) 524-9729 


LADIES ACTIVITIES: 
Usually tours of the 
French Quarter 
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- Head & Shoulders 
- second to none 


50 


% Improvement in Scalp Grade 
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57% Improvement with 


Head & Shoulders* 
Effects of Test Products on Dandruff Condition 





2.5% Selenium Placebo 
Sulfide 
Suspension 





Head & 
Shoulders 






Ingredient) 





*Orentreich, N., et al.: Comparative study of two antidandruff preparations, 


J. Pharm. Sci. 58:1279 (Oct.) 1969. 


H -ad & Should rs 


A therapeutic shampoo with zinc pyrithione 







(Head & Shoulders 
without Active 
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Head & Shoulders 
proved as effective 
as leading Rx 
shampoo in dandruff 
control 


Results of a double-blind clinical study, 
graphically shown at the left, demonstrated 
that Head & Shoulders is as effective in. 
reducing the severity of dandruff as the most 
commonly prescribed prescription product. 
The test products were Head & Shoulders, 

a 2.5 per cent Selenium Sulfide Suspension, 
and a placebo (Head & Shoulders without 

its active ingredient). 





Cosmetically pleasing, 
easy to use 


8i Leaves hair clean, manageable, and 
attractive. 


m Requires no change in normal shampooing 
techniques to achieve therapeutic effect — 
need not be left on scalp for a specified time. 


m Gentle enough to be used every time your 
patient shampoos. 





©1978 BY PROCTER & GAMBLE 
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Head & 
 Shoulders 


Active Ingredient Zinc Pyrithione 
suspended in an Anionic Detergent 
System 


r COMPOSITION: 

k Lotion: Zinc Pyrithione in a shampoo 

f. base of Water; Tea-Lauryl Sulfate; 

| Cocamide MEA; Triethanolamine; 
Magnesium Aluminum Silicate; 
Hydroxypropyl Methylcellulose; 
Fragrance; FD&C Green £3; and D&C 
Green #5. 


Cream: Zinc Pyrithione in a shampoo 
base of Water; Sodium Cocoglyceryl 
Ether Sulfonate; Sodium Chloride; 

-.— Sodium Lauroyl Sarcosinate; Cocamide 

ž DEA; Cocoyl Sarcosine; Fragrance; FD&C 
Green #3; and D&C Green #5. 


INDICATIONS: 
Treatment of dandruff and seborrheic 
dermatitis of the scalp. 


PRECAUTION: 

Not to be taken internally. Keep out of 
children’s reach. Avoid getting shampoo 
in eyes — if this happens, rinse eyes 
thoroughly with water. 


DOSAGE: 

Use at least twice a week initially for two 
weeks, and ad libitum thereafter. A 
minimum of four shampooings are 
recommended before full antiseborrheic 
effectiveness should be expected. Testing 
shows that Head & Shoulders is safe and 
gentle enough to use for every shampoo. 


SUPPLIED: 
—— A Lotion form available in 4.0 fl. oz., 
— A ZO fl. oz., 11.0 fl. oz., 15.0 fl. oz. 
Cream form available in 2.5 oz. and 


— A 4.0 oz. jars or 1.7 oz., 2.5 oz., 4.0 oz., 
' and 7.0 oz. tubes. 
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me A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


e Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


e Proved clinically safe 
(report on request). 


GENERAL MEDICAL CO., Dept D-106 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
[] INVOICE AFTER 30 DAYS 
[] CHECK ENCLOSED 


DR 
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A unique, mildly medicated cleansing foam 
specifically for acne therapy. 


...Optimally prepares acne-oily skin for your prescribed medication 
“augmented the therapeutic response to the primary topical modalities in 
76 of 80 cases... '* 


..leaves skin looking and feeling oil-free and clean 
^...While causing little or no erythema and/or peeling.™ 


...pecomes an enjoyable part of total acne treatment 
"Acceptance, and even enthusiasm, increased throughout this investigation..."* 


...enhances long-term compliance 
"Subjective patient opinion is that the basic program involving benzoyl peroxide 
and/or retinoic acid is improved, and therapeutic benefit accelerated with the 
concomitant use of this foam.” 


Contains. ..salicylic acid, 2%, solubilized in 
a patented protein-rich, liquid-to-foam 
vehicle. 


Yields...a desired balance between the 
E antiseborrheic action of salicylic acid and its 
FOMAC — tendency to cause visible desquamation and 
FOAM erythema. 
"tom cleanser tor oiy sii Provides...an improved therapeutic 
Ps response when used as an adjunct in the 
treatment of acne vulgaris—for your 
prescription or recommendation. 


Economical...provides more than a month 
of cleansing foam when used as directed. 


For Patient Starters Call Toll-Free (800) 523-6674 


ROSO, 





Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 


*Data on file, Medical Department, Dermik Laboratories, Inc., Fort Washington, Pa 





The tahe C yte 
Count Down. 


A high corneo- Exsel (selenium sulfide) 2.5% 
otion- CONTAINS: seleni ifide...2.5% 
cyte cou nt means with: edetate dadim: bentonite: odium 
scaling, flaking and an lenea dites d won jehoiedte: slicons 
itchy scalp. Unsightly SSA Ie hee 
and unwanted by Your hydrate; perfume and purified water. 
- ACTIONS: The mechanism of action of 
dandruff patients. selenium sulfide in seborrheic dermatitis is 
k . INDICATIONS: Seleni ilfide i 
Chances are indicated in the treatment of seborrheic ^ 
they have tried the SERRANO ATION, and dine. 
product should 
w b d by pati llergi fi 
dd pr € brands Components WARNINGS: Slety for Use in 
infants h tb tablished. 
Er Append ds PRECAUTIONS: f. Chemical conjunctivitis 
sult if thi tion enters th 
p na be Exsel & 2 The product shoul he eae with cantio 
te i ti dation i 
| - Ifi d P) 5Y aba Engerek inp AIOR IQ 
(selenium sulfide) 2.5%. occur. ADVERSE REACTIONS: 1. Hair loss 
ini has been reported with th f th 
Clinically proven the odet: 2: Diacolaration of the hair ay 
most potent dandruff follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
sham DOO available. It after treatment. 3. iyi of Bis hair and 
. scalp may increase following the use of this 
gets rid of the unwanted product. 
corneocyte scales and 
retards their redevelop- 
ment for days* 
And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
assuring greater patient 
acceptability and better 
compliance with your 
instructions. 





*Kligman, A.M. et al. Dandruff: It's nature 

and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, + 
1975. 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. he 
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Count on Exsel. E 


(selenium sulfide) 2.5% 





— TV me - 2 " = = n = = 


EFFECTIVENESS LISTING HALOG'(HALCINONIDE) 


Der 






n. . 8 patients; 10096 improved'? 105 patients; 100% improved" f (100 eed: p improved'? 
b (0.196 Cream) (0.195 Cream) topic Dermatitis, Psoriasis, 
)» ATOPIC DERMATITIS 194 patients; 78% improved? P vibus. t 
— . Bpatients; 100% improved? (0.195 Solution) (54 patients); 100% improved"? 
[ (0.1% Cream) » NEURODERMATITIS 184 patients; 72% improved'? 





| -. 82 patients; 100% improved" 12 patients; 83% improved? RU OS vs arean) ) HALOG SOLUTION 0.1% 











* (0.1% Cream) (0.1% Cream) 166 patients; 8796 improved*? , 2 : 
— 27 patients; 96% improved’? 18 patients; 89% improved* (0.196 Ointment) Halcinonide Solution 0.1% 
(0.196 Cream) (0.1% Cream) 279 patients; 73.5% improved*' Psoriasis (27 patients); * 
14 patients; 100% improved"? (0.02596 Ointment) 9696improved'* 
(0.1% Cream) è PSORI ASIS Atopic Dermatitis (171 patients); 
171 patients; 92% improved'? b LO C AL 92% improved"? 
s (0.1% Solution) 45 ruego ids improved? ? Paes (194 sae 
- 249patients; 92% improved"? 1% Cream % improved’ 
s (0.025% Cream) 153 patients; 94% improved® 1 «— pd ONS 
- 214 patients; 95% improved?’ (0.196 Cream) 960 patients’ (0.1% Cream) 
1 ~~ (0.196 Ointment) 23 patients; 96% improved’ %of 88 patients? (0.1% Cream) , HALOG OINTMENT 0.1% 
247 patients; 93% improved?" (0.1% Cream) 3% of 140 patients? (0.1% Cream) alcinonide Ointment O. 176 
i : (0.02596 Ointment) 45 patients (17 with occlusion); O96 of 59 patients* (0.1% Cream) Atopic Dermatitis (214 patients); 
E. 95.5% improved? (0.1% Cream) |  1?50f457 patients* (0.1% Cream) 9596 improved*° 
b CONTACT DERMATITIS 49 patients (with overnight O96 of 23 patients? (0.1% Cream) Psoriasis (166 patients); 
E" occlusion); 0% of 132 patients* (0.1% Cream) 8796 improved?? 
- 83 patients; 100% improved’ 96% improved? (0.195 Cream) O%of 49patients? (0.1% Cream) { 
(0.1% Cream) 140 patients; 94% improved"? 5% of 410 patients’® (0.1% Cream) > HALOG CREAM 0 025% 
bs (0.1% Cream) O%of 27 patients'' (0.1% Cream) Bedenonide Cioam 025% 
2 ) ECZEMATOID DERMATITIS 53 patients; 98% improved'? 2% of 100 patients'? (0.1% Cream) ^ 
ie. (0.1% Cream) 2% of 5Opatients’® (0.1% Cream) Psoriasis (184 patients); 
23 patients; 78% improved? 32 patients; 100% improved"? O%of 27 patients’ (0.1% Solution) 72% improved'? 
~ (0.1% Cream) (0.1% Cream) 2.6% of 380 patients'*(0.195 Solution) | Atopic Dermatitis (249 patients); 
_ 204 patients; 95% improved? 60 patients; 95% improved" 0% (Draize Test) of 251 volunteers” 92% improved'? 
a (0.1% Soa eee Sie iy Enea ie Saha a 
— 65patients (12 with occlusion); patients; 96% improved'* % 0 patients'*(0.02596 Cream) 
E 100% improved? (0.1% Cream) (0.1% Cream) 0% (Draize Test) of 220 volunteers'? , HALOG ol NTM ENT 0.025% 
— 252 patients; 97% improved'° 27 patients; 96% improved'* (0.025% Cream) a'cinonide Ointment O. /o 
i (0.1% Cream) (0.1% Solution) 0.25% of 400 pts?*(0.196 Ointment) Atopic Dermatitis (247 patients); 
20 patients; 100% improved"? 0% (Draize Test) of 251 volunteers?° 93% improved?" 


(0.1% Cream) (0.1% Ointment) Psoriasis (279 pts); 73.5% improved?’ 


0.7% of 542 pts?'(0.025926 Ointment) 
) HALOG CREAM 01% |? REFERENCES 
; 1.Baiocchi O: Jornal Brasileiro de 


Halcinonide Cream 0.1% Ginecologia, September, 1973 








y Contact Dermatitis (33 patients); 2.Leibsohn E, Bagatell FK: Brit 
; 97% improved’ J Derm 90:435-440, 1974 
e% Atopic Dermatitis, Psoriasis, 3.Reinhard W, Weber G, Petres 
k. Eczematoid Dermatitis, J: Zeitschrift fur 
na Neurodermatitis Hautkrankheiten, April, 1974 
E (88 patients); 9096 improved? 4. Jonquieres EDL, Favere M, 
2 Psoriasis (23 patients); PasutH: La Semana 
ia) 96% improved’ Médica 144:447-449, 1974 
. Psoriasis (49 patients); 5.Cordero A: La Semana Médica 
iu 96% improved? (with overnight 145:145-148, 1974 
E occlusion) 6.Bagatell FK: Cutis14:459-462,1974 
m Eczematoid Dermatitis, Atopic 7.Lepaw MI: Scientific Exhibit 
E. Dermatitis, Psoriasis, presented at Dec., 1974,meeting of 
S Neurodermatitis American Academy 
15 (47 patients); 98% improved* of Dermatology, Chicago, IL Lon 
m Psoriasis(60 pts}95% improved" 8.Theodorides A, Stratigos |, 
ec Neurodermatitis, Atopic Dermatitis, Vareltsides A,et al: latrika Chronika 
[a Psoriasis, Eczematoid Dermatitis 14:559-574, 1974 
ps (59 patients); 98% improved: 9.Clark RF, Clement ER: 
a Psoriasis (50 patients); Arch Derm 111:731-733, 1975 
ES 96% improved'* 10.Sudilovsky A,Clewe TH: Clin . 
E Atopic Dermatitis, Psoriasis, Pharmacol 15:779-784, 1975 . 
f^ Neurodermatitis, 11 Turnbull BC: Aust J Derm 
E Eczematoid Dermatitis 16:17-19, 1975 
y (457 patients); 9626 improved® 12.Bleeker J: Curr Med Res Opinion 
E Psoriasis (105 patients); 3:225-228, 1975 
à 100% improved" 13.Savin RC: JInt Med Res 
l Eczematoid Dermatitis, 4:34-36, 1976 
i Psoriasis (110 patients— 14.Kanof NB, Blau S: Cutis 
l 12 eczematoid 17:796-798, 1976 
n and 17 psoriasis cases 15.Close JE: Int J Derm 
E had occlusive 15:534-537, 1976 EX 
dressings); 98% improved? 16.Lepaw MI: Cutis 21:571-573, 1978 
Atopic Dermatitis, Eczematoid 17.Savin RC: Dermatology 
Dermatitis, Psoriasis 1:34-38, 1978 d 
(27 patients); 88% improved" 18-21. Data on file at Squibb Institute 
Eczematoid Dermatitis, Psoriasis for Medical Research Au 
(392 patients); 96% improved'? i 
Eczematoid Dermatitis, Atopic See adjacent column for brief 
Dermatitis, Psoriasis summary. 


. (01979 E.R.Squibb & Sons, Inc. 359-502 
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HALOG * (Halcinonide) 
CREAM/OINTMENT/SOLUTION 

. Halog Cream 0.025% (Halcinonide Cream 
0.025%) and Halog Cream 0.195 (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 


"'«cinonide per gram, respectively, in a specially for- 


mulated cream base. Halog Ointment 0.025% 
(Halcinonide Ointment 0.025%) and Halog Oint- 
ment 0.1% (Halcinonide Ointment 0.1%) contain 
0.25 mgand 1 mg halcinonide per gram, respec- 
tively, in Plastibase® (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS: General —|f irritation develops, 
discontinue the product and institute appropriate 
therapy. In presence of an infection, institute use of 
a suitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid until the infection has 
been adequately controlled. If extensive areas are 
treated or if the occlusive technique is used, there 
will be increased systemic absorption of the cor- 
ticosteroid and suitable precautions should be 
taken, particularly in children and infants. These 
preparations are not for ophthalmic use. 

Usage in Pregnancy —Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in preg- 
nant women has not been absolutely established. 
In laboratory animals, increases in incidence of 
fetal abnormalities have been associated with ex- 


&— posure of gestating females to topical corticoste- 


roids—in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 

Occlusive Dressing Technique —The use of occlu- 


- sive dressing increases the percutaneous absorp- 


tion of corticosteroids. For patients with extensive 
lesions it may be preferable to use a sequential 
approach, occluding one portion of the body at a 
time. Keep the patient under close observation if 
treated with the occlusive technique over large 
areas and over a considerable period of time. Occa- 
sionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 
paired if large areas of the body are covered. Dis- 
continue use of the occlusive dressing if elevation of 


@ the body temperature occurs. Occasionally, a pa- 


tient may develop a sensitivity reaction to a particu- 
lar occlusive dressing material or adhesive anda 
substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial 
therapy. 

*ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive.dressings: 
burning sensations, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, 
perioral dermatitis, allergic contact dermatitis. 
hypopigmentation, maceration of the skin, secon- 
dary infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 
inserts. 
HOW SUPPLIED: 0.025% Cream in tubes of 15g 
and 60 g and in jars of 240 g (8 oz); 0.1% Cream 
in tubes of 15g, 30g, and 60 g andin jars of 240g 
(8 oz); 0.025% Ointment in tubes of 15g and 60g 
and in jars of 240 g (8 oz); 0.1% Ointment in tubes 
of 15g, 30g, and 60 gand in jars of 240 g (8 oz). 
Q.19e'Solution in plastic squeeze bottles of 20 ml 
and 60 ml. 
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If you’re looking 
for a new practice 
opportunity. . . 


look here 


American Medicol Association 


Physicians 
Plocement 
Service 


Opportunity E) 


— 


Placement 
Register 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 


Fast turnaround -- The Register is 
mailed within 24 hours of receipt of 
your request. After receiving your 
selections of the practice oppor- 
tunities on which you want further in- 
formation, full-page computer print- 
Outs on each selection are sent 
within 10 days. 


Order your Register now -- Published 
quarterly by the AMA Physicians’ 
Placement Service, this Register is 
the only comprehensive national 
listing of new practice opportunities. 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Send me the new AMA 
OPPORTUNITY PLACEMENT REG- 
ISTER, along with the registration 
form. 


Name 





Address 


City/State/Zip 
S/J 





TOPSYN 
(fluocinonide) 
Gel 0.0596 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-118, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 
16, 17-acetal with acetone, 21-acetate 


TOPSYN gel contains fluocinonide 0.5 mg./g. in a gel 
base of propylene glycol, propyl gallate, disodium 
edetate, and Carbopol 940 (carboxypolymethylene ) 
with NaOH and/or HCl added to adjust the pH. This 
clear, colorless, thixotropic vehicle is greaseless, non- 
staining and completely water miscible. The active 
ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
steroid- responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history ot hypersensitivity to 
any of the components of the preparation. 


Precautions If irritation develops. discontinue the gel 
and institute appropriate therapy. 


In the presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, discon- 
tinue the corticosteroid gel until the infection has been 
adequately controlled. 


It extensive areas are treated or if occlusive technique 
is used, there will be increased systemic absorption of 
the corticosteroid and suitable precautions should be 

taken, particularly in children and infants. 


The satety of topical steroids in pregnant women has 
not absolutely been established. In laboratory ani- 
mais, increases in incidences ot fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients, 
in large amounts or for prolonged periods of time. 


TOPSYN® (fluocinonide) gel is not for ophthalmic use. 


Adverse reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching. irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 

Dosage and administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 


How supplied 
TOPSYN Gel 0.05% — 15g.. 30g. and 60g. tubes 


SYNTEX SYNTEX LABORATORIES, INC 
Lo- *| PALO ALTO, CALIF 94304 


s 


Seed peneiratien in Problem areas. 


Because of its propylene glycol content and 
potency of the steroid, TOPSYN gel can be 
especially useful in steroid-responsive hyper- 
keratotic lesions affecting problem areas like the 
palms and soles. This is due to the keratolytic 
properties of its vehicle. In addition, 100% steroid 
solubility helps foster good penetration. 


TOPSYN gel also spreads well and evaporates 
readily. Thus, it can be used successfully to treat 
lesions in hairy areas of the extremities or in 
steroid-responsive lesions of the scalp. 


Please see preceding page for summary ot prescribing intormation 


Finally, TOPSYN gel is especially convenient 
because it drys quickly. Thus, patients who must 
work with their hands, for example, need not 
worry about sticky palms. 


Topsyn 


fluocinonides) 
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Barney David Usher 


n July 14, 1978, Barney David 
Usher, MDCM, died suddenly at 
his home in Montreal. He was born in 
Montreal on July 1, 1899 and received 
his early education there; he grad- 
uated in medicine at McGill Universi- 
ty in 1922. Dr Usher did a rotating 
internship at the Lakeside Hospital in 
Cleveland after graduation, and he 
spent six months at the Alexandra 
Hospital for Communicable Diseases 
in Montreal. During this period, his 
interest in dermatology was aroused. 
There were few trained dermatolo- 
gists in Montreal, or for that matter in 
Canada, and there were no training 
programs. 

Dr Usher was fortunate in obtain- 
ing a preceptorship in the office of the 
late Dr William Alan Pusey, and it 
was there that he met and became 
associated with Dr Francis Senear. Dr 
Usher has recorded what a true teach- 
ing experience this was for him. He 
learned morphology well, and met the 
greats of American dermatology at 
the meetings of the Chicago Derma- 
tological Society. The meetings were 
held in the offices of Dr Pusey or Dr 
Oliver Ormsby, and visitors, such as 
Drs Henry Michelson of Minneapolis, 
Richard L. Sutton, Sr, of Kansas City, 
Mo, Udo Wile of Ann Arbor, Mich, and 
Oskar Gans of Frankfurt, West Ger- 
many, were highlights. During this 
period, he and Dr Senear published 
their article "An Unusual Type of 
Pemphigus.” Dr Usher modestly gave 
credit to Dr Oliver Ormsby for making 
the diagnosis, and to Dr Senear for 
“putting it all together.” 

After this period, Dr Usher re- 
turned to his native Montreal and 
opened a small office. He was 
appointed Junior Assistant Dermatol- 
ogist and Syphilologist at the Mon- 
treal General Hospital in 1926, and 


, Arch Dermatol—Vol 115, Feb 1979 


1899-1978 


this marked the beginning of a long 
and dedicated career in the academic 
world. His teaching duties began at 
that time, although he was not 
appointed to the McGill faculty until 
1931. Since practice was slow in devel- 
oping, and since he had ample time on 
his hands, he soon put himself to work 
doing basic dermatological research. 
In those days, the laboratories were 
poorly equipped, and assistants and 
grants were nonexistent, yet Dr 
Usher did some very valuable work on 
sweat and the relationship of internal 
disease and eczema. This interest in 
investigative procedure continued 
throughout his life. 

His real love, and what might be 
called his forte, was teaching. Here, he 
got down to basics and taught the 
primary and secondary lesions, and 
how they made up the disease picture. 
After he reached the age of compulso- 
ry retirement from the active staff at 
the hospital, he continued to teach the 
resident staff at the clinics of the 
Montreal General Hospital, and, in- 
deed, Dr Usher had planned to attend 
such a teaching clinic on the day of his 
death. He was also engaged in a busy 
private practice to the end. Thus, 
Barney Usher practiced dermatology 
and taught dermatology for some 52 
years. He will long be remembered by 
the 60-odd dermatologists throughout 
Canada and around the world who 
spent some time with him. One such 
ex-resident tells me that he is always 
conscious of Barney Usher looking 
over his shoulder when he is examin- 
ing a perplexing patient. 

Dr Usher was also associated with 
the Jewish General Hospital in Mon- 
treal, and was for a period the derma- 
tologist-in-chief at that institution. 
He was also active in many local, 
national, and international societies. 


He was a founding member of the 
Montreal Dermatological Society, and 
became its president in 1940. He was 
the first elected member of the Cana- 
dian Dermatological Association, and 
became its president on two separate 
occasions, 1942 and 1951. During this 
second presidency, he established 
what has now become the Barney 
Usher Research Award to encourage 
young dermatologists to do basic 
research. He was a member of the 
American Academy of Dermatology 


since its inception, and attended 


several international congresses. He 
was justifiably proud of being an 
honorary member of the British Asso- 
ciation of Dermatologists and the 
Greek Association of Dermatology. 

Barney Usher’s name is well known 
in the dermatological world because of 
his first article with Francis Senear, 
but his great contribution was in 
teaching. To him, the patient always 
came first, and his teaching was more 
of what can we do for the patient, 
than what can we do to the patient. 
While he enjoyed a moderate private 
practice, making money was of minor 
importance. He took pride in the fact 
that he saw patients on an average of 
two to three visits only. He enjoyed 
spending time with the patients and 
could never understand how anyone 
would get any fun in running what he 
called "a mill," that is, in seeing 60 to 
10 patients each day. 

Barney Usher had a full life. He 
enjoyed his work to the end, and he 
died as he would have wished. He was 
proud of his family and their suc- 
cesses. To his wife Ruth, his daughter 
Carole, his son Michael, and the four 
grandchildren, we extend our sympa- 
thy. 

R. Roy Forsey, MD, FRCP(C) 
Montreal 
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Unusual Subepidermal Bullous Diseases With 


Immunologic Features of Bullous Pemphigoid 


Thomas T. Provost, MD; John C. Maize, MD; A. Razzak Ahmed, MD; John S. Strauss, MD; Richard L. Dobson, MD 


e Sixty-seven patients with histologic 
and immunologic features of bullous 
pemphigoid (BP) were evaluated. Eleven 
patients had a localized blistering disease 
that was predominantly confined to one 
area of the body, most commonly the 
lower extremities. 

Two patients displayed a dapsone- 
responsive blistering disease that was 
characterized by a flexural distribution of 
ten to 20 1-cm or less, intensely pruritic, 
subepidermal bullae and linear IgA base- 
ment membrane zone deposition. 

Two patients had a chronic recalcitrant 
generalized scarring, hyperkeratotic, sub- 
epidermal blistering eruption that demon- 
strated serologic and direct immunofluo- 
rescence (IF) findings of BP. 

One patient displayed grouped small 
vesicles surmounted on an erythematous 
base; the clinical diagnosis was dermati- 
tis herpetiformis, but direct IF examina- 
tion of the biopsy specimen showed 
features of BP. 

One patient with epidermolysis bullosa 
acquisita had serologic and direct IF 
features suggestive of BP. 

(Arch Dermatol 115:156-160, 1979) 


uring the last six years we have 
been evaluating various bullous 
diseases using immunofluorescence 
(IF) and other techniques. As a result, 
we have performed routine IF studies 
on a number of patients with blister- 
ing diseases, many of whom, under 
normal circumstances, probably would 
not have been investigated. We report 
the unusual clinical variants noted in 
this six-year study of 67 patients with 
subepidermal bullous disease who dis- 
played serologic and/or direct IF 
features of bullous pemphigoid (BP). 
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PATIENTS AND METHODS 


A total of 67 patients with subepidermal 
bullous disease and immunologic features 
of BP were evaluated. More than 90% were 
hospitalized for evaluation before therapy 
(azathioprine [Imuran], local or systemic 
corticosteroids). Biopsy specimens were 
obtained for routine hematoxylin-eosin 
examination in 58 of these patients, and all 
displayed subepidermal blisters. All but 
one had perilesional biopsy specimens 
processed for direct IF with monospecific 
antisera against IgA, IgG, IgM, IgE, and 
C3. In addition, serum specimens were 
examined in all patients for the presence of 
IgG anti-basement membrane zone (BMZ) 
antibodies, using monkey esophagus as a 
substrate and fluorescein-conjugated rab- 
bit anti-human IgG antiserum samples. 
The characteristics of these antiserum 
samples have been previously described.'^ 

We include representative case histories 
of patients with unusual forms of subepi- 
dermal bullous disease and immunologic 
features of BP. 


Localized Bullous Pemphigoid 


A total of 11 patients had localized sub- 
epidermal bullous disease. Three case 
histories have been selected to illustrate 
features common to all. 

Case 1.—A 46-year-old man noticed two 
l- to 2-em, tense blisters on the anterior 
part of the right thigh while on vacation in 
the spring of 1972. They were initially 
thought to represent a bite reaction or an 
exposure to a phototoxic agent. The biopsy 
specimen showed a subepidermal bullous 
disease with prominent eosinophilia. Di- 
rect IF examination revealed linear IgM 
and C3 BMZ deposition. A serum IgG 
anti-BMZ antibody titer of 40 was demon- 
strated. The patient was treated with topi- 
cal application of triamcinolone acetonide 
cream. The blisters resolved within two 
weeks, and five years later, the patient is 
disease-free and has no serologic evidence 
of BP. 

Case 2.—A 92-year-old man had a few 
2-em tense bullae over the dorsum of both 
feet and lower legs. The number of lesions 
never exceeded ten. The nature of these 
blisters was unknown, although bullous 
drug eruption, bacterial cellulitis, and a 
fungal infection were briefly considered. A 
biopsy specimen showed a subepidermal 
blister. There was moderate papillary 
edema with vascular dilation, and there 
was a sparse perivascular inflammatory 
infiltrate composed primarily of lympho- 
eytes but also containing occasional eosino- 


phils and a few neutrophils. Direct IF of a 
perilesional biopsy specimen revealed IgA, 
IgG, IgE, IgM, and C3 deposition. The 
serum IgG anti-BMZ antibody titer was 40. 
The bullae responded to wet dressings and 
the topical application of triamcinolone 
cream. At his death six months later, he 
was clinically free of disease. 

Case 3.—While hospitalized, a 68-year- 
old woman noticed a single tense bulla 
measuring 1 x 2 cm over the anterior part 
of the lower left tibia. Differential diagno- 
sis ineluded an insect bite, fixed drug 
reaction, and localized BP. Direct IF exam- 
ination of the perilesional skin revealed 
linear IgG and complement (C3) BMZ 
deposition. The IgG BMZ serum titer was 
20. The lesion resolved with the application 
of triamcinolone cream. At the time of her 
death four months later, there was no 
clinieal evidence of BP. 

The immunologic and clinical features of 
these three cases and of the remaining 
eight patients (cases 4 to 11) with loealized 
BP are summarized in Table 1. 

A localized form of BP was initially 
reported by Lever and more recently by 
two other groups.** Until our immunologic 
studies dictated to the contrary, the local- 
ized distribution of isolated or a few blis- 
ters did not clinically suggest BP. In fact, 
most cases suggested multiple insect bites 
or a bullous fixed drug reaction, and in 
many instances BP was not even consid- 
ered in the differential diagnosis. Neither 
diagnosis was clinically satisfactory, how- 
ever, and serologic and direct IF examina- 
tion of the perilesional biopsy specimens 
were performed. These displayed the char- 
acteristic features of BP. In our experi- 
ence, most of the patients with localized BP 
have variable serum antibody titers (20 to 
80). However, one patient was found to 
have a 10,000 IgG anti-BMZ titer. Surpris- 
ingly, we have not yet seen any of our 
patients with localized BP develop a gener- 
alized bullous disease. 

Case 1 is unique. When initially exam- 
ined in 1971, the patient’s history sug- 
gested a possible role of ultraviolet light in 
the induction of the blisters. Subsequently, 
reports have appeared suggesting that 
ultraviolet light can play a role in the 
pathogenesis of bullous lesions in BP.* In 
an additional patient in our series general- 
ized BP developed during Goeckerman 
therapy for psoriasis." However, the exact 
role of ultraviolet light in the pathogenesis 
of BP bulla is presently unknown. 

During the course of this study, we 
examined four additional patients with 
isolated bullae on the legs. In all instances, 
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these revealed that the immunoreactants 
were localized to the lamina lucida (in a 
pattern similar if not identical to BP). In 
the other four patients, the immunoreac- 
tants were localized beneath the lamina 
lucida (a pattern characteristic of dermati- 
tis herpetiformis). Yaoita and Katz 
believe that the blistering disease in all of 
these patients is related to dermatitis 
herpetiformis because of the pure IgA 
deposition, intense pruritus, and response 
to dapsone therapy. We believe that the 


Table 1.—Immunologic and Clinical Data in Patients With Localized BP 


Direct IF 
Results Indirect IF Results Location 


IgM, C3 Leg 

IgA, IgG, IgM, IgE, C3 Legs 

IgG, C3 Lower leg 

Not tested 10,000 titer Lower leg 

IgG, C3 Neat* Buttocks 
Neat Arms 
Negative Legs 


Case 


P 


der afl 





*Neat, undiluted. 


no BMZ antibody or serum anti-BMZ anti- 
body could be detected. Three of these 
patients were suffering from congestive 
failure, which was thought to be etiologi- 
cally important. No cause could be deter- 
mined in the fourth patient. 


IgA ‘Bullous Pemphigoid’ 


Case 12.—A 37-year-old man had a five- 
year history of an intensely pruritic blis- 
tering disease that was characterized by 
the presence of solitary blisters approxi- 
mately 0.2 to 1.0 em in diameter, never 
numbering more than 20, and arising on an 
erythematous base. These lesions had 
appeared over the entire body, but the 
mucous membranes were free of involve- 
ment. A predilection for the lower abdomi- 
nal and inguinal areas was noted. The rest 
of the patient’s physical examination 
results and history were unremarkable. 
Specifically, he denied having diarrhea, 
foul-smelling stools, and weight loss. 

A biopsy specimen showed substantial 
papillary dermal edema with subepidermal 
cleft formation. The dermal papillae adja- 
cent to the vesicle formation contained 
numerous neutrophils, eosinophils, and 
mononuclear cells. There was a moderately 
dense mixed inflammatory perivascular 
infiltrate in the subpapillary plexus. 

Direct IF examination showed a linear 
deposition of IgA along the BMZ (Table 2). 
Immunoelectron microscopic examination 
revealed the IgA to be localized within the 
lamina lucida (the site of deposition charac- 
teristic for BP). No serum IgA anti-BMZ 
antibodies were detected. 

Initial treatment with prednisone (20 to 
30 mg/day) resulted in good control of his 
disease. However, prednisone therapy had 
to be discontinued because of extreme 
emotional lability. The patient’s disease is 
now controlled by dapsone therapy, 100 
mg/day. However, discontinuance of the 
dapsone therapy results in intense incapa- 
citating pruritus within 48 to 56 hours 
followed by the reappearance of small 
bullae. Furthermore, a second biopsy speci- 
men of normal-appearing skin from the 
extensor forearm at a time when his 
disease had been under excellent control 
for six months persisted in demonstrating 
heavy IgA linear BMZ deposition. 

Case 13.—A 58-year-old woman had a 
five-year history of an intensely pruritic 


Arch Dermatol—Vol 115, Feb 1979 


Arms 

Scalp 

Palms and arms 
Legs 


bullous disease that was characterized by 
small isolated and grouped bullae approxi- 
mately 1 em in diameter arising on an 
erythematous base (Fig 1). She had been 
seen by several physicians who were able to 
control her disease with oral administra- 
tion of unknown corticosteroids, intramus- 
cular administration of triamcinolone, or 
both. Her past medical history was unre- 
markable. She specifically denied having 
diarrhea, constipation, or foul-smelling 
stools. Her major complaint was a severe, 
intense pruritus described as a crawling 
sensation that prevented sleep. A biopsy 
specimen showed a subepidermal blister 
with preservation of the epidermal rete- 
dermal papilla pattern on either side of the 
bulla. The bulla and papillary dermis 
contained a mixed inflammatory infiltrate 
of mononuclear cells with numerous eosino- 
phils and occasional neutrophils. Within 
the dermis, there was a dense, mixed peri- 
vascular infiltrate composed of mononu- 
clear cells, eosinophils, and occasional 
neutrophils. 

Direct IF studies demonstrated a pure 
linear IgA BMZ deposition. The serum IgA 
BMZ antibody titer was 40 (Fig 2). No IgG 
anti-BMZ antibody was detected. She 
responded dramatically to dapsone thera- 
py, 100 mg daily. Her pruritus disappeared 
within 24 to 36 hours. Despite being clini- 
cally free of disease while receiving 
dapsone for one year, she persists in 
demonstrating an IgA BMZ titer of 40. 

Neither of the two patients described 
previously have demonstrated HLA-B8 
antigens. They both have HLA-A12, BW15 
phenotypes. The two patients with IgA 
deposition along the BMZ are also unique 
clinically for several reasons. They had a 
blistering process characterized by blisters 
intermediate in size between dermatitis 
herpetiformis and BP. The process was also 
characterized by an intolerable pruritus, 
lack of mucous membrane involvement, 
and persistence of more than five years. 

Jablonska et al; Yaoita and Katz, and 
Diabowski et al? have also described 
patients with subepidermal blistering dis- 
eases who have IgA linear BMZ deposition. 
Yaoita and Katz, in a study of more than 
40 patients with dermatitis herpetiformis, 
found six who demonstrated linear IgA 
deposition along the BMZ. Immunoelec- 
tron microscopic examination of two of 


localization of the IgA to the lamina lucida, 
the presence of an IgA anti-BMZ antibody, 
and the lack of an increased incidence of 
HLA-B8 which is found in 80% to 90% of 
patients with dermatitis herpetiformis'^" 
suggests that this entity is more closely 
related to BP than dermatitis herpetifor- 
mis. However, it must be stated that there 
are probably no more than five reported 
cases (including these two patients) with 
similar features. Therefore, we believe it is 
premature to insist on one classification 
over another until more of these patients 
have been studied. 

Several children with chronic subepider- 
mal bullous disease of childhood demon- 
strating linear IgA have been recently 
reported." These patients may or may 
not demonstrate an IgA anti-BMZ anti- 
body, and like our patients, may respond to 
dapsone therapy. The relationship of this 
disorder to that of our patients is 
unknown. 


Hyperkeratotic Scarring 
'Bullous Pemphigoid' 


CasE 14.—A 24-year-old woman had a 
five-year history of a widespread hyper- 
keratotic, scarring, blistering disease pre- 
dominantly involving her arms and legs. 
This process resulted in pronounced disfig- 
urement (Fig 3 and 4). The initial impres- 
sion suggested a factitial dermatitis, 
perhaps secondary to repeated cigarette 
burns. 

There was no history of mucous mem- 
brane involvement, and pruritus was mini- 
mal. During a five-year period, repeated 
attempts to control the patient’s disease 
with prednisone, 40 to 50 mg/day, and 
azathioprine, 100 mg daily, were unsuccess- 
ful. The patient developed acute thrombo- 
cytopenia during the third therapeutic trial 
with azathioprine (100 mg daily), had an 
acute intracerebral hemorrhage, and died. 
Autopsy showed intracardiac and intra- 
cerebral hemorrhage and prominent skin 
disease. 

Biopsy specimens demonstrated hyper- 
keratosis with slight papillomatosis and 
moderate acanthosis (Fig 5). There was a 
subepidermal hemorrhagic bulla with pres- 
ervation of the epidermal rete-dermal 
papillary pattern on either side of the 
bulla. The epidermis displayed elongation 
and anastomosis of the rete ridges adja- 
cent to the bulla. There was also a mixed 
inflammatory infiltrate of mononuclear 
cells, eosinophils, and neutrophils in the 


bulla. Beneath the bulla, the papillary. 


dermis was thickened and fibrotic with 
moderate angioplasia. There was a dense 
perivascular and interstitial inflammatory 
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Fig 1.—Case 13. Isolated small bullae 
located on inner aspect of thigh. 
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Fig 2.—Case 13. Serum demonstrating IgA anti-BMZ antibody. Substrate was monkey 








esophagus and serum dilution was 1:10 (original magnification X 400). - 
Fig 3.—Case 14. Hyperkeratotic nodular 
blistering lesions on arms. 
~ 
Fig 5.—Case 14. Photomicrograph demonstrates hyperkeratotic and acanthotic features 
" of subepidermal bullous disease (original magnification x 100). 
Fig 4.—Case 14. Extensive involvement of 
legs with hyperkeratotic nodular blistering 
disease. 
= 
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Table 2.—Immunologic Data in Patients With BP 


, Biopsy Specimen 
BP Variant Case IF Findings Serum Anti-BMZ Titer 
IgA BP 12 IgA only Negative 
13 IgA, C3 trace IgA titer, 40; IgG, negative 

Hyperkeratotic 14 IgA, IgG, IgM, C3 40-640 

scarring BP 15 IgM, IgG, C3 320 
Epidermolysis 16 IgA, IgG, IgM, C3 Neat,* 80 

bullosa acquisita 
Dermatitis 17 IgG, C3 Negative, 10 


herpetiformis-like 





*Neat, undiluted. 





Fig 6.—Case 16. Prominent blister forma- 
tion over extensor surface of hands. 


Fig 7.—Case 16. Blister formation and 
erosions over anterior portion of lower 


legs. 


infiltrate that contained not only lympho- 
cytes and histiocytes, but numerous plasma 
cells and occasional eosinophils. 

Direct IF studies demonstrated IgA, 
IgM, IgG, and C3 deposition along the 
BMZ. Repeated serologic testing during a 
three-year period demonstrated IgG anti- 
BMZ titers of 40 to 160. 

Case 15.—A 52-year-old woman had a 
six-year history of hyperkeratotic, scar- 
ring, nonpruritic, blistering disease pre- 
dominantly involving her arms and legs, 
with a few lesions on her trunk. The 
mucous membranes were not involved. 
This process was recalcitrant to two 
courses of prednisone therapy (30 to 40 
mg/day). Azathioprine therapy (100 mg 
daily) induced a drug fever and had to be 
discontinued. 

A biopsy specimen demonstrated a sub- 
epidermal bulla and acanthosis with pre- 
servation of the epidermal rete-dermal 
papillary pattern on either side of the 
bulla. There was serum and a sparse accu- 
mulation of mononuclear cells within the 
bulla. There was vascular dilation in the 
papillary dermis and a sparse perivascular 
inflammatory infiltrate of lymphocytes 
and histiocytes. 

Direct IF examination of perilesional 
skin revealed IgM, IgG, and C3 BMZ depo- 
sition. The serum demonstrated an IgG 
BMZ titer of 320. 
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The two patients (cases 14 and 15) with 
the hyperkeratotic scarring subepidermal 
disease are clinically unique since we are 
unaware of any similar reports. These 
patients, in addition to having a disfigur- 
ing scarring process, demonstrated a 
persistence of their bullous disease for 
more than five years, despite prednisone 
and azathioprine therapy. Persistence of 
BP despite high doses of steroids is 
distinctly unusual.’ 


Epidermolysis Bullosa Acquisita 
With Serologic Features of BP 


Case 16.—A 43-year-old man had a four- 
year history of a persistent blistering 
disease involving the dorsal and ventral 
surfaces of his hands, the lower part of his 
legs, his feet, and his mouth (Fig 6 and 7). 
These lesions arose in areas of repeated 
trauma. There was no family history of 
skin disease. The patient was initially seen 
in the Albany (NY) Medical Center, where 
a biopsy specimen demonstrated a subepi- 
dermal blistering disease and the patient's 
serum displayed an IgG anti-BMZ titer of 
160. 

The biopsy specimen demonstrated a 
subepidermal bulla with preservation of 
the epidermal rete-dermal papillary pat- 
tern on either side of the bulla. There was 
prominent edema of the papillary and 
upper reticular dermis. Substantial vascu- 


lar dilation and a moderately dense peri- 
vascular and interstitial inflammatory 
infiltrate composed of lymphocytes, histio- 
cytes, eosinophils, and neutrophils were 
also present. 

Direct IF examination of a perilesional 
skin biopsy specimen revealed the heavy 
deposition of IgG along the BMZ and to a 
lesser extent, IgM, IgA, and C3. The 
patient’s disease has been unresponsive to 
prednisone therapy (30 to 40 mg/day) and 
azathioprine (100 mg/day). 

This patient had a clinical disease char- 
acterized by prominent oral blisters and 
bullae over the distal portion of his hands. 
In addition, blisters were prominent along 
the anterior aspect of his shins bilaterally. 
The prominence over the dorsa of the 
hands led us to consider a diagnosis of 
porphyria cutanea tarda. However, 24-hour 
urine porphyrin study was negative. Direct 
IF examination of the skin biopsy speci- 
men demonstrated linear immunoglobulin 
and complement deposition. In addition, 
the patient’s serum demonstrated an IgG 
anti-BMZ antibody titer of 80. Gibbs) and 
Minus’ and Kushniruk' have recently 
described patients with epidermolysis bul- 
losa acquisita and linear BMZ deposition of 
IgG. Their patients, like the one described 
herein, demonstrated prominent oral le- 
sions. However, no serum antibodies were 
detected. Benedetto et al'’ have described 
four similar patients. All demonstrated in 
vivo-bound BMZ immunoglobulin and C3 
deposition. Electron microscopic studies 
demonstrated the basal lamina in the roof 
of the blister, which is distinct from BP. 
Stephen Katz, MD, and H. Yaoita, MD, 
have noted similar electron microscopic 
findings in epidermolysis bullosa acquisita 
(oral communication, May 1977). We are 
also aware of an additional patient with 
this syndrome of trauma-induced subepi- 
dermal blisters with prominent oral muco- 
sa involvement and immunoglobulin depo- 
sition along the skin BMZ. This patient 
also has an IgG serum BMZ antibody 
(Irwin Freedberg, MD, oral communica- 
tion, June 1977). 

The preliminary electron microscopic 
studies cited previously strongly suggest 
that, despite the IF similarities to BP, 
epidermolysis bullosa acquisita represents 
a distinct entity. 


Bullous Pemphigoid vs 
Dermatitis Herpetiformis 


Case 17.-A 46-year-old woman had a 
five-year history of a persistent, pruritic, 
vesicobullous disease characterized by 
grouped lesions on an erythematous base 
predominantly involving the extensor sur- 
faces of the body. These lesions initially 
responded to sulfasalazine therapy, but 
this therapy later failed to control the 
disease. The condition of this patient was 
evaluated in 1972. At that time, she demon- 
strated highly pruritic, grouped vesicles 
involving her entire body but most promi- 
nent on the extensor surfaces of the arms, 
legs, and back. She denied having any 
symptoms of gastrointestinal disease. 

Biopsy specimens demonstrated a subep- 
idermal bulla with preservation of the 
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epidermal rete-dermal papillary pattern on 
either side of the blister. There was focal 
spongiosis within the epidermis overlying 
and adjacent to the blister. Within the 
blister, there was serum and a mixed 
inflammatory infiltrate of neutrophils, 
eosinophils, and a lesser number of mono- 
nuclear cells. Within the papillary and 
upper retieular dermis there was consider- 
able edema, vascular dilation, and a dense 
perivascular and interstitial inflammatory 
infiltrate of lymphocytes, histiocytes, neu- 
trophils, and occasional eosinophils. There 
was an accumulation of neutrophils within 
a few of the papillae adjacent to the bulla. 
The PAS-positive BMZ was partially 
preserved at the floor of the bulla over the 
dermal papillae. 

Direct IF examination of perilesional 
skin revealed C3 linear BMZ deposition. 
Her serum failed to demonstrate an IgG 
BMZ antibody. 

Despite the morphologic appearance of 
dermatitis herpetiformis, the direct IF 
findings were those of BP. Indeed, obser- 
vation of this patient's disease while she 
was receiving an unsuccessful short course 
of dapsone therapy demonstrated an evolu- 
tion of the morphologic features of the 
original vesicles into bullae more charac- 
teristic of BP. 

This patient's disease has responded to 
prednisone therapy, 30 to 40 mg/day, with 
disappearance of the BMZ C3 deposition. 
Attempts to discontinue the prednisone 
therapy on three occasions resulted in 
reappearance of the bullous disease similar 
to the original dermatitis herpetiformis- 
like dermatitis. The reappearances were all 
associated with the deposition of IgG, C3, 
or both along the BMZ. The BMZ anti- 
bodies were either undetectable or present 
in an undiluted or a 1:10 titer during these 
recurrences. The patient's disease initially 
responded to sulfasalazine therapy. How- 
ever, other investigators have recently 
described small numbers of BP patients 
who respond to sulfapyridine.'* Direct IF, 
however, demonstrated classic BP fea- 
tures, and continued observation of our 
patient revealed transition into more clas- 
sical BP features. Several other investiga- 
tors have noted this variant.’ 


COMMENT 
All of the patients described herein 
demonstrated  subepidermal bullae 


and immunoglobulin deposition along 
the BMZ. However, the morphologic 
features of these blistering diseases 
were atypical for BP. Indeed, one 
could argue that several of these cases 
should not be considered related to 
BP. Our studies and those of others 
indicate that most patients with BP 
have a benign self-limited disease 
that generally responds to four to six 
months of therapy, resulting in a 
prolonged remission.*? This remission 
is generally associated with the disap- 
pearance of immunoglobulin and com- 
plement BMZ deposition and serum 
BMZ antibodies. Several of the pa- 
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tients described herein have had 
persistent disease (more than five 
years), despite prolonged steroid and 
immunosuppressive therapy (cases 14, 
15, and 16). Still others persist in 
demonstrating BMZ immunoglobulin 
deposition and serum antibodies de- 
spite therapeutic control of their 
disease (cases 12 and 13). On the other 
hand, our experience indicates that 
anti-BMZ antibodies are highly spe- 
cific for BP, benign mucous mem- 
brane pemphigoid, and herpes gesta- 
tionis. We have examined approxi- 
mately 1,000 serum samples obtained 
from normal persons as well as from 
those suffering from various skin 
diseases such as pemphigus vulgaris, 
atopic dermatitis, erythema multi- 
forme, and psoriasis. To date, we have 
found only one patient who demon- 
strates anti-BMZ antibodies in the 
apparent absence of BP. This occurred 
in a 16-year-old girl with alopecia 
totalis. Her BP titer was 10. She has 
no antibodies against parietal cells, 
mitochondria, thyroglobulin, or DNA. 

One highly interesting blistering 
disease noted by Chorzelski et al” is a 
combination of BP and pemphigus 
vulgaris occurring in the same pa- 
tient. We have not observed this 
combination as yet, but we have seen 
three patients with BP in whom low 
pemphigus vulgaris antibody titers 
(10 to 40) developed during treatment, 
but who had no clinical evidence of 
pemphigus. These "pemphigus-like 
antibodies" were not related to blood 
group substance, for absorption of 
these serum samples with blood group 
substance failed to remove the "pem- 
phigus-like antibodies." These pa- 
tients are now disease-free and have 
not received medication for at least 
one year. 

Finally, it is apparent that the wide- 
spread application of IF techniques to 
the evaluation of subepidermal bul- 
lous disease as described previously 
has proved to be a valuable diagnostic 
aid. However, this technique has also 
included the presence of BP-like anti- 
bodies in some subepidermal bullous 
diseases that are clinically very atypi- 
eal for BP. Whether these atypical 
subepidermal bullous diseases are 
indeed variants of BP is a moot point 
that unfortunately will not be re- 
solved until the pathogenie impor- 
tance of these BMZ antibodies is 
established. 
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Cell-Mediated Immunity In Vitro in 


Atopic Dermatitis 


Maija Horsmanheimo, MD; Aulis Horsmanheimo, MD; Charles H. Banov, MD; 
Sterling K. Ainsworth, PhD; H. Hugh Fudenberg, MD 


e The function of T cells in atopic 
dermatitis was studied by leukocyte 
migration agarose and lymphocyte trans- 
formation tests. We found that phytohem- 
agglutinin (PHA)- and PPD-induced re- 
lease of leukocyte migration inhibition 
factor (LIF) from lymphocytes is signifi- 
cantly decreased (P — .001) in patients 
with atopic dermatitis as compared with 
healthy controls. Blastogenic response of 
lymphocytes induced by PPD was also 
decreased in atopic patients as compared 
with controls (P — .01). No differences 
were found in spontaneous blastogenesis 
or in blastogenic response of lympho- 
cytes in vitro to PHA, concanavalin A 
(ConA), or streptokinase-streptodornase 
(SK-SD) between patients with atopic 
dermatitis and controls. 

(Arch Dermatol 115:161-164, 1979) 


I recent years, in vitro tests of 
cell-mediated immunity have been 
used extensively in studies of atopic 
dermatitis. Responses to the T-cell 
mitogen phytohemagglutinin (PHA) 
have been reported by various authors 
to be substantially decreased," ' some- 
what decreased," or normal.*" Syn- 
thesis of DNA by lymphocytes from 
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atopic patients in response to another 
T-cell mitogen, concanavalin A 
(ConA), has been reported to be 
decreased.*^ The number of T cells in 
peripheral blood has been reported as 
decreased? ^5 ?-:? Or norma].?9-11.:5 
These contradictory results led us to 
investigate the responsiveness of lym- 
phocytes from patients with atopic 
dermatitis, using in parallel two 
different in vitro methods to evaluate 
cell-mediated immunity. In addition 
to the lymphocyte transformation 
test, we used a leukocyte migration 
agarose test (LMAT),'* which has not 
been evaluated previously for studies 
of cell-mediated immunity in atopic 
dermatitis. In an earlier study," we 
reported that Con A-induced release of 
leukocyte migration inhibition factor 
(LIF) from lymphocytes of patients 
with atopic dermatitis was signifi- 
eantly (P — .001 by Student's ¢ test) 
decreased. In the present experiments 
we found that PHA- and PPD-induced 
release of LIF from lymphocytes is 
also decreased for these patients as 
compared with healthy controls. No 
differences were found in sponta- 
neous blastogenesis or in blastogenic 
response of lymphocytes in vitro to 
PHA, ConA, or streptokinase-strepto- 
dornase (SK-SD) between patients 
with atopic dermatitis and controls. 
Blastogenic response induced by PPD 
was decreased for atopic patients as 
compared with controls. 


SUBJECTS AND METHODS 


Nineteen patients (11 male and 8 female) 
with atopic dermatitis were observed. The 


age of the patients varied from 7 to 39 
years (mean, 18.1). Four patients had aller- 
gic rhinitis, six had asthma, eight had both 
asthma and allergic rhinitis, and one had 
atopic dermatitis alone. In three of the 
cases the atopic dermatitis covered more 
than 75% of body surface area (BSA), and 
in most of the cases severe pruritus and the 
extent of the diseases was located only in 
flexures. The mean percentage of BSA 
covered by atopic dermatitis in all cases 
was 27.6% (range, 3 to 90). The atopic 
dermatitis was in progression in five cases, 
static in seven, and in remission in seven. 
Before testing, 16 of 19 patients were not 
given oral corticosteroid therapy for one 
year, and three patients were not given it 
for one month. None of the patients had 
taken antihistamines in the three days 
before the study. 

Controls were healthy volunteers, adults 
and children. Neither patients with atopic 
dermatitis nor controls were skin tested 
with PPD or SK-SD, and they were not 
vaccinated to Calmette-Guérin bacillus. 


Serum IgE Levels 


Serum IgE levels were determined by a 
radioimmunoadsorbent technique with a 
commercial IgE test kit. Values higher 
than 300 IU/mL were considered to be 
elevated. 


Lymphocyte DNA Synthesis 


Peripheral blood leukocytes were col- 
lected after dextran 75 (Dextran 6%) sedi- 
mentation. Heparin sodium (Panheprin) 
was used at a concentration of 50 units/ 
mL, supplemented with dextran 75 in a 
blood to dextran ratio of 5:1. Lymphocytes 
were separated on a density gradient 
(Ficoll-Isopaque) by centrifugation at 400 
g for 40 minutes and washed three times 
with phosphate-buffered saline solution. 
Cells were counted, and 1-mL cultures were 
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set up in cell culture tubes in medium 
Roswell Park Memorial Institute (RPMI) 
1640 supplemented with 10% inactivated 
fetal calf serum, 60 units/mL of penicillin 
G sodium, and 60 ug/mL of streptomycin 
sulfate. The cell concentration was 3 x 10* 
mononuclear cells per milliliter. Phytohe- 
magglutinin was used at the final dilution 
of 1:250, ConA at a concentration of 8 
pg/mL, PPD of tuberculin at 10 ug/mL, 
and dialyzed SK-SD at 7.5 pg/mL. All 
cultures were set up in triplicate. Cultures 
of PHA were harvested after three days, 
ConA-stimulated cultures after four, and 
PPD- and SK-SD-stimulated cultures after 
six. Four hours before the cultures were 
harvested, 1 „Ci of tritiated thymidine 
(PH ]d Thd) (specific activity, 6.7 Ci/mmole) 
was added to the cultures. Two aliquots of 
0.2 mL of lymphocyte suspension from 
each tube were placed in flat-bottomed 
disposable sterile microtiter plates and 
harvested on glass fiber filters with an 
automatic cell harvester. The filters were 
dried and counted in a scintillation spec- 
trometer. The results for PHA- and ConA- 
induced [*H]dThd incorporation were ex- 
pressed as counts per minute (cpm) per 10° 
mononuclear cells. The cpm of control 
cultures, without stimulant, was sub- 
tracted. The results for PPD- and SK- 
SD-induced responses were recorded as 
stimulation index and calculated as the 
ratio of the mean cpm incorporated into 
test culture to that into control culture. 


indirect Leukocyte 
Migration Agarose Test 


Preparation of Lymphocyte Culture Super- 
natants.—Peripheral blood mononuclear 
cells were prepared as described above for 
lymphocyte cultures. The cell concentration 
in cultures used to prepare supernatants 
was 2 X 10° mononuclear cells per milliliter 
of medium RPMI 1640 supplemented with 
10% inactivated fetal calf serum, 60 units/ 
mL of penicillin, and 60 pg/mL of strepto- 
mycin. Phytohemagglutinin was used at a 
final dilution of 1:40, PPD at a concentra- 
tion of 100 ug/mL, and SK-SD at 50 ug/ 
mL. To harvest the culture supernatants, 
the culture tubes were centrifuged at 1,400 
g for ten minutes after three days. Super- 
natants from control cultures were used as 
such and after reconstitution with the 
corresponding stimulant, so that the test 
and control supernatant of each pair 
contained the same concentration of the 
stimulant. The LIF activity of the superna- 
tant was tested in agarose assay as 
described below. 

Assay for Supernatants.— Poly morphonu- 
clear (PMN) leukocytes were isolated from 
the peripheral blood of healthy donors as 
described for lymphocyte cultures. After 
sedimentation on a density gradient, the 
PMN cells from the bottom of the tube 
were washed with phosphate-buffered sa- 
line solution. Red blood cells were submit- 
ted to hypotonic lysis for 45 seconds, and 
the cell pellet was washed twice with phos- 
phate-buffered saline solution. The PMN 
cells were then resuspended in superna- 
tants from the lymphocyte cultures de- 
scribed above. The concentration of PMN 
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leukocytes was 1.5 x 10° cells/mL, and the 
incubation time with supernatants was 30 
minutes at 37 °C. After incubation, the cell 
suspensions were tested for LIF activity 
on agarose plates as indicated below. 

Preparation of Agarose Plates.—Agarose, 
0.5 g in 40 mL of sterile distilled water, was 
heated until the agarose was dissolved. 
When the solution had cooled to 47 °C in a 
water bath, 5 mL of horse serum, 5 mL of 
medium tissue culture 199 (10x strength), 
3,000 IU of penicillin, 3,000 ug of strepto- 
mycin, and 0.35 mL of 7.596 sodium bicar- 
bonate were added. This resulted in a pH of 
7.2 after incubation in 5% carbon dioxide in 
air. Six milliliters of agarose medium was 
poured into disposable 60-mm plastic Petri 
dishes and allowed to solidify. Eight to 
nine wells 2.3 mm in diameter were 
punched with a stainless steel punch, and 
7-uL samples of various cell suspensions 
were placed in the wells. Each eell suspen- 
sion was run in triplicate or in quadrupli- 
cate. The plates were placed in inverted 
100-mm plastic Petri dishes, which were 
sealed with sterile distilled water and incu- 
bated for 18 hours at 37 °C in an atmo- 
sphere of 95% air and 5% carbon dioxide. 

Determination of Migration Inhibition.— 
Agarose plates were treated with formal- 
dehyde solution for 30 minutes, the agarose 
layer was removed, and the plates were 
rinsed in distilled water.and then allowed 
to dry. Two diameters of the migration 
area were measured with a calibrated hand 
ocular. The migration area was calculated 
from the mean diameter. The bottom of 
the well was not included in the migration 
area. The migration index was calculated 
by dividing the mean area of migration of 
cells incubated with each supernatant from 
stimulated cultures by the mean area of 
cells incubated in the corresponding super- 
natant from control cultures. Results are 
shown as migration index + standard 
deviation of the mean. 


RESULTS 


The serum IgE level was elevated in 
ten of the 13 cases studied 
(1,779 + 768 IU/mL, mean +SE). The 
IgE level was between 300 to 1,000 
IU/mL in five cases, 1,000 to 3,800 
IU/mL in four, and > 10,000 IU/mL 
in one. 

Release of PHA-induced LIF from 
lymphocytes of 16 patients with atopic 
dermatitis and of 69 controls is shown 
in Fig 1. A migration index of 0.80 
(inhibition > 20%) is usually consid- 
ered indicative of LIF production in 
vitro. The mean migration index was 
0.75 + 0.11 (+SD) for atopic patients 
and 0.54 + 0.17 for controls. This 
difference is highly significant 
(P < .001, by Student's t test). In only 
two of 16 patients with atopic derma- 
titis, the migration index was at or 
below the mean of the migration 
index in controls. 

There were no differences in ConA- 
and PHA-induced [*H]dThd incorpo- 


Controls (69) 


Patients With 
Atopic Dermatitis 
(16) 


Migration Index 





Fig 1.—Phytohemagglutinin (PHA)-in- 
duced production of leukocyte migration 
inhibition factor, tested by indirect leuko- 
cyte migration agarose test in 16 patients 
with atopic dermatitis and 69 controls. 
Migration index was calculated as mean 
area of migration in presence of superna- 
tants from PHA-stimulated cultures divid- 
ed by mean area of migration in presence 
of supernatants from control cultures. 
Mean indexes -- SD are shown. 


2x105 
Patients With Controls 
Atopic Dermatitis | (35) 
: (17) 
ih 10 
D 
O 
= 
E 
: : s 
S * $: 
O 2 os 
= 9e a: 
2 $ " 
E "t. 
Qa 
o z ae 
e. 
» 
o 
104 


Fig 2.—Phytohemagglutinin-induced lym- 
phocyte stimulation in cultures from 17 
patients with atopic dermatitis and 35 
controls. Means of counts per minute 
(cpm) +SD are shown. 


ration into DNA of cultured lympho- 
cytes between patients with atopic 
dermatitis and controls (Fig 2, 3). 
After three days, the value for cpm 
per 10* mononuclear cells in control 
cultures (spontaneous DNA synthesis) 
was 366 + 316 (mean +SD) for 
patients with atopic dermatitis and 
398 + 376 in healthy controls. After 
six days the values were 1,766 + 1,375 
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for atopic patients and 2,089 + 1,961 
for healthy controls. Thus, no notable 
differences in spontaneous blast 
transformation were seen between 
patients with atopic dermatitis and 
healthy controls. 

The antigens used in parallel in the 


. LMAT and lymphocyte DNA synthe- 


sis assays were PPD and SK-SD, as 
shown in the Table. Using PPD as a 
stimulant in lymphocyte cultures, the 
mean migration index in the LMAT 
was significantly higher for atopic 
patients than for controls (P < .001 by 
Student’s t test). Using SK-SD as a 
stimulant in lymphocyte cultures, this 
difference was not significant 
(P < .4) (Table). 

In the lymphocyte transformation 
test, PPD-induced blast response was 
also significantly reduced in cases of 
atopic dermatitis compared with con- 
trols (P< .01, by Student's t test 
[Table]). Using SK-SD in this assay, 
the difference was not significant 
(P.«ccm. 

No clear correlation was seen 
between the LMAT or lymphocyte 
transformation tests used in the pres- 
ent study and the extent or severity of 
the disease or with IgE levels. 
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Fig 3.—Concanavalin A-induced lympho- 
cyte stimulation in cultures from 17 
patients with atopic dermatitis and 32 
controls. Means of counts per minute 
(cpm) +SD are shown. 
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COMMENT 


Mitogen-induced lymphocyte prolif- 
eration in vitro and enumeration of T 
cells have been used in most in vitro 
studies to evaluate the function of T 
cells in patients with atopic dermati- 
tis. Both normal*" and decreased’ 
responses to PHA by lymphocytes 
from patients with atopic dermatitis 
have been reported. However, Rachel- 
efsky et al' found a substantially 
decreased response only to suboptimal 
concentrations of PHA, and Andersen 
and Hjort? found a decreased PHA 
response only when lymphocytes were 
cultured in autologous plasma. Rogge 
and Hanifin' found a decreased 
response to PHA in four of ten cases. 
MeGeady and Buckley? and Stranne- 
gard et al' have reported substantially 
decreased in vitro responses to ConA 
in eases of atopie dermatitis. In the 
present study we could not find any 
significant differences between pa- 
tients with atopie dermatitis and 
controls in lymphocyte DNA synthesis 
in response to PHA (P — .1), ConA 
(P.< 5), or SK-SD (P< D. The 
normal responsiveness of lymphocytes 
to PHA is in agreement with most 
studies**'' in which no substantial 
decrease in PHA response was found 
when lymphocytes were cultured with 
homologous or fetal calf serum and 
when optimal concentrations of PHA 
were used. The high degree of vari- 
ability of the response to PHA and 
ConA even in healthy controls might 
explain the contradictory data on 
PHA and ConA responses reported in 
many studies of immunodeficiency 
diseases.^'"" Both PHA and ConA 
stimulate a large number of T cells 
(and probably separate T-cell subpop- 
ulations)," and therefore only pa- 
tients with severe deficiencies in T- 
cell function repeatedly demonstrate 
notably impaired lymphocyte trans- 
formation in response to mitogens. 

Increased spontaneous lymphocyte 
DNA synthesis has been found in 
many diseases—eg, sarcoidosis"—in 


In Vitro Reponse of Patients With Atopic Dermatitis and Controls* 


Indirect Leukocyte Migration 
Inhibition Test? 


Group Tested PPD 


Patients with 
atopic dermati- 


tis 0.79 + 0.14 (16) 0.84 + 0.14 (7) 


SK-SD PPD 





Type of Test 


Lymphocyte Transformation 
Testy 


SK-SD 


1.25 + 0.59 (15) 1.73 + 1.61 (8) 


Healthy controls 0.62 + 0.14 (21) 0.77 + 0.15 (15) 3.01 + 2.45 (19) 2.00 + 1.13 (15) 


“Induced by PPD and streptokinase-streptodornase (SK-SD); No. of patients involved is indicated 


in parentheses. 


Migration index (MI) + SD; stimulation index (SI) — SD. 
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which cell-mediated immunity is im- 
paired. In the present study, however, 
spontaneous blast transformation in 
cases of atopic dermatitis did not 
differ from that in controls. This is in 
agreement with studies by Grove et 
al” and Rogge and Hanifin,' although 
Rachelefsky et al’ reported increased 
spontaneous lymphocyte DNA synthe- 
sis in cases of atopic dermatitis and 
Thestrup-Pedersen et al* found it to 
be decreased. 

In the LMAT," the migration of 
polymorphonuclear leukocytes can be 
inhibited by mitogen- or antigen- 
induced production of LIF from lym- 
phocytes. The results of direct tech- 
nique, in which antigen is incubated 
directly with migrating peripheral 
blood leukocytes, correlate well with 
the presence of cutaneous delayed 
hypersensitivity.'***’ The two-stage 
(indirect) LMAT technique has been 
shown to be more sensitive and to 
correlate with the size of the skin 
reactions to the same antigens.**** In 
the indirect LMAT, supernatants 
from cultures of peripheral lympho- 
cytes stimulated with mitogens or 
specific antigen are tested for migra- 
tion inhibitory activity on polymor- 
phonuclear leukocytes from a differ- 
ent donor. Using this technique in the 
present study, we have demonstrated 
a highly significant decrease in PHA- 
induced (P < .001) and PPD-induced 
(P < .001) production of LIF from 
lymphocytes of patients with atopic 
dermatitis. The high sensitivity of the 
LMAT for detecting decreases in cell- 
mediated immunity is in agreement 
with the findings of Górski et al." 

In the present study there was no 
clear correlation between decreased 
LIF production of lymphocytes and 
the extent or severity of the atopic 
dermatitis, nor the level of IgE. The 
correlation between the severity of 
the disease and decreased T-cell func- 
tion has been reported by Rogge and 
Hanifin using  polymorphonuclear 
and mononuclear leukocyte chemotax- 
is and lymphocyte responsiveness to 
PHA. No correlation was found 
between these tests and elevated IgE 
levels.’ Snyderman et al" also found 
depressed monocyte and polymorpho- 
nuclear leukocyte chemotaxis in atopic 
dermatitis, but it was not related to 
the severity of the eczema or to the 
serum IgE levels. A distinct inverse 
correlation was noted by Strannegard 
et al' between the severity of the 
atopic dermatitis and the T-cell levels. 
Thestrup-Pedersen et al* reported an 
inverse correlation between the levels 
of IgE and E-rosette forming cells. No 
correlation between the severity of 
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the atopic dermatitis or IgE levels and 
the number of T-cells or PHA respon- 
siveness was noted by Andersen and 
Hjort. This correlation has not been 
looked for in many studies in which 
decreased T-cell function has been 
noted in patients with atopie dermati- 
tis. 
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Calendar of Events.—The 1979 Calendar of Events, sponsored by the American 
Academy of Dermatology, Evanston, Ill, is as follows: Feb 5-8, "Dermatological 
Therapy—1979,” Las Croabas, Puerto Rico; March 25-26, "Advances in Dermatological 
Therapy," Tucson, Ariz; April, "Advances in Dermatological Therapy," St Louis; June, 


‘Advances in Dermatological Therapy," Denver. For further information, contact 
Bradford W. Claxton, executive director, American Academy of Dermatology, 820 Davis 
St, Evanston, IL 60201; telephone, (312) 869-3954. 
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The Natural History of 


Polymorphous 


Christer T. Jansén, MD 


è The natural history of chronic, idio- 
pathic polymorphous light eruption 
(PMLE) was studied in 138 patients, 85 of 
whom were female. Mean age of onset of 
the disease was 26.4 years, and the mean 
duration at the time of the study was 10.5 
years. 

In most cases (57%) the onset of the 
disease was very sudden. Light hypersen- 
sitivity was usually first confined to limited 
skin areas, but often (88%) extended to 
further areas during subsequent sum- 
mers. The light sensitivity tended to 
increase during the years; at the time of 
the study, the threshold tolerance to sun 
was 30 minutes or less for 60% of the 
patients. A yearly hardening phenomenon 
was noted by every second patient. Lip or 
eye symptoms were present in 46% and 
49% of the patients, respectively. Two 
thirds of the patients experienced some 
general symptoms after sun exposure. 

(Arch Dermatol 115:165-169, 1979) 


hronic polymorphous light erup- 
tion (PMLE) is probably the 
most common and long-recognized 
photodermatosis seen by the derma- 
tologist."" Although there are 
hundreds of original publications deal- 
ing with various aspects of this 
intriguing disorder, there is a lack of 
comprehensive treatises on the natu- 
ral history of the disease. The present 
contribution is a survey of the natural 
course of PMLE, based on the person- 
al observation of over 100 cases. 
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Light Eruptions 


SUBJECTS AND METHODS 


The patients were seen at the university 
hospital dermatologic clinie in Oulu, Fin- 
land during the period 1971 to 1973. A 
PMLE was defined as a recurring, pruritic 
summer eruption, confined predominantly 
to exposed skin, precipitated by sun expo- 
sure, and unrelated to the intake of any 
photosensitizing drugs. To exclude other 
diseases with light sensitivity, such as the 
porphyrias and lupus erythematosus, ap- 
propriate laboratory tests, including the 
antinuclear antibody test, erythrocyte pro- 
toporphyrin measurements, and urinary 
and fecal porphyrin estimations, were 
made. A single exposure to three to six 
times the minimal erythemal dose of unfil- 
tered light from a xenon-are or medium- 
pressure mercury lamp produced a delayed 
itching, edematous, papular, or eezematous 
reaction in 72% of the patients, but in only 
5% of 47 healthy controls.* Patients with an 
eczematous light eruption were photo- 
pateh-tested with tetrachlorosalicylanilide, 
bithionol, and hexachlorophene, each 1% in 
petrolatum. Only one positive reaction to 
hexachlorophene was recorded, and no logi- 
cal relationship between the finding and 
the long history of the patient’s light sensi- 
tivity could be recorded. Of a total of 138 
PMLE cases studied, 14 were familial: 
these had been traced and evaluated 
during a study on the heredity of PMLE.’ 
The ages of the patients ranged from 2 to 
72 years, with a mean of 36.6 years. Eighty- 
five of the patients were female (62%). The 
subdivision of the patients according to the 
morphology of the rash has been described 
elsewhere.* 

The data of this communication stem 
from a thorough interrogation of the 
PMLE patients, which was aimed at defin- 
ing the details of the clinical course of the 
disease. Results from parallel-conducted 
investigations into the etiology and treat- 
ment of PMLE have been published else- 
where." During the first year of the 


study, 36 of the patients were interrogated 
and the PMLE literature largely consulted. 
Based on this experience, a record sheet 
was composed containing 99 specified 
items of interrogation. This record sheet 
was used in the questioning of the patients 
in 1972 and, with minor modifications, in 
1973. The interrogation of a patient 
required some two hours; this was usually 
accomplished in the course of three to five 
patient visits. During the study each 
patient was seen on five to ten occasions; 
most patients attended during two succes- 
sive summers. Every patient was personal- 
ly observed and interrogated by the author. 
Partly because of the failure of some 
patients to respond to every question, and 
partly because of the modifications made 
in the record sheet during the study, the 
number of recorded responses usually 
varies from 110 to 120 for any question. 
The exaet number of responses is usually 
indicated in the text. All the data were 
handled by computerization. 


RESULTS 
Onset of the Disease 


Age at Onset.—The youngest patient 
at the onset of the light eruption was 1 
year, and the oldest was 71 years. 
Sixty-six percent of the patients were 
30 years or younger at the onset of the 
rash; in 11% the disease developed 
after the age of 50 years. While 72% of 
the female patients were 30 years or 
younger at the start of the disease, 
and only 6% were older than 50 years, 
the corresponding figures for the 
male patients were 52% and 20%. As 
shown in the Table, there were differ- 
ences in onset age between the 
morphologieal variants of PMLE, 
even though a considerable overlap- 
ping was registered. 

Mode of Onset.-Many patients 
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Age at Onset in Relation to Morphological Type 


Morphological Type of Rash 
Vesicopapular 
Prurigo-like 
Eczematous 
Maculonodular 
Other 
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First Year, All Patients 


No. Patients 





Age at Onset, yr 





Present Year, All Patients 


Left, Distribution of light sensitivity during first summer of light eruption. Right, During 
year of study. Numbers indicate percentage of patients who reacted in particular skin 
area. In calculations for each area, only data from those patients who gave definite 


information are included. 


claimed that the original onset of the 
dermatosis had been so sudden and 
marked, that they still could remem- 
ber the exact day. Of 117 patients, 67 
(57%) said that the onset had been 
acute, ie, starting on a certain day; 37 
said they could remember the month 
but not the day of onset; and the 
remaining 13 patients maintained 
that the eruption had appeared so 
insidiously that they could only 
remember in which summer it hap- 
pened. No difference in the mode of 
onset was noted between male and 
female patients, nor were there any 
noteworthy differences between the 
different morphological subtypes of 
PMLE. 

Site of Onset.—A detailed history as 
to which skin areas had been light 
sensitive during the first summer of 
PMLE was obtained from 128 pa- 
tients. Information was acquired on 
sun reactivity in the 14 skin areas that 
are indicated in the Figure. The most 
frequent site of reactivity was the 
face (77%). More than half of the 
patients had noted sensitivity in the 
breast area, upper part of the arm, 
lower part of the arm, or back of the 
hand. In the other skin areas, reactiv- 
ity was less frequent. Four patients 
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had experienced eruptions of pruritic 
vesicles or pustules in the palms or 
soles. For 40 patients (31%) reactivity 
had occurred in one skin area only, 
with other areas tolerating sun expo- 
sure. For 28 of these patients, the face 
was sensitive; for three patients, the 
back of the hands; for two patients, 
the lower part of the arm; for two 
patients, the breast area; and for one 
patient each, the ears, the upper part 
of the arm, the thighs, or the shins. 
For the other 88 patients, any number 
of skin area involvement (two to 14) 
could be found. For all the 128 
patients, a median involvement of 
three skin areas was found. No 
obvious difference was noted between 
patients with different PMLE mor- 


phology. 
Continuance of the Disease 


Duration of Disease.—The mean du- 
ration of the disease was 10.5 years, 
with no obvious sex difference. Four 
patients were in. their first season of 
light eruption, but the majority of the 
patients (60%) had suffered from the 
dermatosis for more than five years, 
and 38% had had the disease for more 
than ten years. The mean duration 
was shortest for the prurigo-like 


patient group (7.9 years) and longest 
for the maculonodular patient group 
(13.8 years). ; . 

Sun-Sensitivity Alterations.—Forty- 
four of 113 patients (39%) declared 
that their sun sensitivity had re- 
mained unaltered during the years of 
PMLE. In contrast, 45 patients (40%) 
claimed that their skin sensitivity had 
increased during the years, and 16 
patients (14%) had noticed a decrease 
in their light sensitivity. Eight pa- 
tients claimed that their sun sensitivi- 
ty had initially increased, but later 
had dropped to a lower level. No regu- 
lar differences in the course of light 
sensitivity was noticeable between 
the sexes or between the different 
PMLE subtypes. 

Interestingly, 16 patients (14%) 
reported that their light sensitivity 
had disappeared completely (six pa- 
tients) or almost completely (ten 
patients) for certain years, only to 
recommence later in its initial 
strength. Both patients with the vesi- 
copapular, prurigo-like, eczematous, 
and maculonodular varieties of PMLE 
were included. The length of unre- 
sponsiveness varied from one to 16 
years, with a median of three years, 
and it had started between the second 
and 15th year after the original onset 
of PMLE. Metereological factors did 
not seem to be implicated since no 
accumulation in any particular sum- 
mer was found; the reported periods 
of freedom from light sensitivity took 
place during a wide range of years 
between 1939 and 1973. At the time of 
the clinical investigation (1973) two 
patients were still in a state of remis- 
sion, one having lasted for two, and 
the other for three, years. 

Topographical Alterations.—Of 101 
patients, 69 reported that the topo- 
graphical distribution of their light 
sensitivity had changed during the 
continuance of the disease. A detailed 
topographical history of light sensitiv- 
ity was obtained from 58 of these 
patients. According to these data, 51 
patients (88%) had noticed the appear- 
ance of light sensitivity in new skin 
areas, while three patients (5%) had 
recorded a disappearance of light 
sensitivity from some skin areas. Four 
patients (7%) had noted both an 
appearance of sensitivity in some skin 
areas and a disappearance of sensitiv- 
ity in other areas. Local extinction of 
light sensitivity had been noticed in 
the following skin areas (number of 
patients in parentheses): back of the 


hands (three), face (two), breast area ` 


(two), ears (one), and the back (one). 
While 31% of the patients had light 


sensitivity during the initial year - 
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limited to one skin area only, no more 
than 10% of the patients had such a 
limited sensitivity at the time of 
study. Analogically, the median value 
for the number of sensitive skin areas 
had increased from three to seven. 
This general phenomenon of a spread 
of light sensitivity was equally promi- 
nent in patients with vesicopapular, 
prurigo-like, eczematous, and maculo- 
nodular types of PMLE. The Figure 
compares the distribution of light 
sensitivity in the different skin areas 
in the first year of light dermatosis 
and in the year of the clinical investi- 
gation. 

Season of Sensitivity.—In the year of 
the clinieal study, the median month 
for the appearance of skin symptoms 
was March, and 7196 of the patients 
had their first attack before the 
month of May. The yearly duration of 
skin light sensitivity was 5.5 months, 
with the extremes of 0.5 month and 12 
months. The shortest yearly mean 
duration of light sensitivity (five 
months) was recorded in the group of 
vesiculopapular PMLE patients, and 
the longest mean duration (6.2 
months) in the eczematous patient 
group. There was no difference 
between the male and female patient 
groups. 


Light Eruption Episode 


Precipitating Factors.—Most patients 
are able to give a fairly exact estimate 
of the amount of exposure to noon- 
time summer sunlight that was 
required to precipitate an attack of 
the polymorphous light eruption. Pa- 
tients tolerating no more than ten 
minutes of exposure were labeled very 
sensitive, patients reacting to 15 to 30 
minutes of exposure were considered 
sensitive, those reacting to one to 
three hours of sun exposure were 
labeled moderately sensitive, and 
those who experienced a flare only 
after an exposure of four hours or 
more were considered rather insensi- 
tive. Of 125 PMLE patients, 16% were 
very sensitive, 4476 were sensitive, 
3576 were moderately sensitive, and 
5% were rather insensitive. No differ- 
ence was found between the sexes. In 
the different PMLE subgroups, about 
the same distribution of sensitivity 
was found; however, the eczematous 
group was in the majority of very 
sensitive patients, and no insensitive 
cases were included. 

To evaluate the possible influence 
' of other light sources, 100 of the 
patients were asked about the precipi- 
tation or aggravation of their skin 
condition by exposure to artificial 
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lighting or open fire. Nine percent of 
the patients had noted a detrimental 
effect from artificial lighting and 25% 
from exposure to open-fire light. 
Forty percent reported aggravation 
of their skin condition by heat alone. 

Skin Symptoms.—The morphological 
features of the PMLE rash have been 
detailed elsewhere." Here the pa- 
tients’ description of the subjective 
symptoms and the mode of onset of 
skin signs will be considered. 

Itching was the most constant 
symptom: only five of 130 patients 
claimed that no itching was felt. Two 
thirds of all patients (66%) experi- 
enced a burning sensation in their 
skin during an attack of PMLE, and 
one third (34%) noted tenderness to 
touch in the rash during a fresh 
attack. Burning and tenderness were 
reported most often by patients 
suffering from the maculonodular 
type of PMLE; otherwise, there were 
no notable differences in symptoms 
between the different patient 
groups. 

The time lapse from sun exposure of 
the uninflamed skin to the appearance 
of the first symptoms or signs of a 
rash, ie, the latency, was reported to 
be half an hour or less by 40% of the 
patients, while 41% reported a latent 
period of one to two hours. For the 
remaining 19% of the patients, most 
symptoms developed four to eight 
hours after exposure, but latent peri- 
ods of up to 24 hours were reported. 
Both rapid and slow reactors were 
included in all of the PMLE groups. 
The initial symptom was reported to 
be itching by 51% of the patients, 
while 49% noted erythema, 41% burn- 
ing, 16% papules, 15% wheals, 15% 
swelling, and 1% blisters as initial 
symptoms. No patient had sealing as a 
first symptom. Many patients noted 
more than one symptom as the initial 
phenomenon, often itching and ery- 
thema. 

Even though many patients experi- 
enced their first symptoms quite soon 
after sun exposure, maximal involve- 
ment usually only developed in 12 to 
24 hours. Thus the median time point 
for maximal itching was eight to 12 


‘hours, for papule development, 24 


hours, and for scaling, four days after 
exposure. The time in which any 
symptoms had waned in 75% of the 
patients affected was three to five 
days for burning, erythema, swelling, 
and itching (in that order), and two to 
three weeks for papules, vesicles, 
lumps, and scaling. 

Flares on Uncovered Skin.—Since 
many patients claimed that sun expo- 
sure on one skin region could produce 


TN ae ee a TS 
, d tom à - " 


T UPVEMES C pono eS tw 


symptoms on other skin areas shielded 


from the sun’s rays this phenomenon 
was explored by questioning 83 of the 
patients. Thirty-four (41%) of these 
were familiar with this phenomenon. 
In every instance, the skin site 
displaying the flare phenomenon had 
been involved with light eruption on a 
previous occasion, eg, in previous 
summers. The most frequent flare site 
was the breast region, notably the 
sternojugular area. Both sexes were 
equally often affected, but patients 
with prurigo-like PMLE (53%) reacted 
more often than patients with vesico- 
papular PMLE (34%). 

Hardening Phenomenon.— Hardening 
is a long-known clinical phenomenon 
that modifies the response of PMLE 
patients to light exposure. Detailed 
information on this matter was 


obtained from 107 patients. Fifty-five 


patients (51%) reported that they had 
noticed a diminution in light sensitiv- 
ity as a consequence of repeated sun 
exposure. The extent of hardening 
varied from total unresponsiveness to 
a relative increase in sun tolerance. 
Some patients claimed that after 
having suffered from PMLE symp- 
toms in the beginning of the summer, 
they tolerated sunlight the rest of the 
summer, ie, two to three months. 
Other patients noticed a more rapid 
recurrence of their original light 
sensitivity; many of these patients 
said that after one to two weeks of 
cloudy weather their skin sensitivity 
was restored and they had to harden 
their skin again. Of the 52 patients 
that did not experience any harden- 
ing, 41 reported that their sun sensi- 
tivity remained at an unchanged level 
through the summer months, while 
eight patients claimed that repeated 
sun exposure did, in fact, increase 
their skin reactivity. 

There was no difference in harden- 
ing capacity between the sexes. On 
the other hand, only four of 14 
patients (29%) with eczematous PMLE 
reported hardening, while in the other 
major PMLE groups the frequency 
was 50% to 59%. 

Eye and Lip Symptoms.— Fifty-six of 
114 patients (49%), on questioning, 
submitted that they suffered from 
light sensitivity of their eyes. Mostly 
these symptoms were mild, and the 
patient managed outdoors if he wore 
sunglasses. If unprotected, symptoms 
of burning or itching ensued, often 
accompanied by redness of the con- 
junctivae and lacrimation. Severe 
symptoms often were associated with 
headache. 

Forty-seven of 103 patients (46%) 
submitted that they experienced dry- 
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ing, chapping, or burning of the lips 
during the summertime. Many pa- 
tients tried to relieve the symptoms 
by applying greasy ointments. Men 
(61%) seemed to suffer more often 
from such complaints than women 
(37%). In patients with eczematous 
PMLE, cheilitis was a frequent phe- 
nomenon (71%). 

General Symptoms.—Seventy-seven 
of the 112 patients (69%) reported that 
they experienced symptoms of gener- 
al malaise in connection with attacks 
of their polymorphic skin eruption. 
The general symptoms were usually of 
slight or moderate degree only, but in 
some patients they were strong 
enough to confine the patient to bed. 
The most common symptoms were 
chills (43 patients), headache (33), 
temperature (15), and nausea (15). The 
median latency for the appearance of 
the symptoms was four hours, with a 
variation of 0.5 to 24 hours. For most 
patients, the symptoms lasted for a 
few hours only, but in 25% of the 
affected patients, general symptoms 
were still present two days after expo- 
sure. 


COMMENT 


A striking characteristic of PMLE 
in this series was the sudden onset of 
the first bout of dermatosis, with 57% 
of the patients still remembering the 
exact day of onset. This characteristic 
feature is not stressed much in the 
literature: only Veiel" and Verhagen" 
seem to have paid attention to it. On 
the other hand, no specific onset age 
for PMLE seems to exist. In the pres- 
ent study the patients got their 
dermatosis at any age between 1 and 
71 years. The clinical subtype of 
PMLE, however, influenced the age of 
onset (Table). This may explain why 
the mean age of onset in previous 
studies has varied from 12 years'* to 
37 years." Observations of limited 
numbers of patients, many of whom 
have prurigo-like PMLE, tend to 
disclose a low mean age of onset, while 
larger, unselected series have a larger 
spread and a higher mean value of 
onset age. Thus, Verhagen," who 
ohserved 77 patients, noted a mean 
onset age of 37 years, with 26% of the 
patients being more than 50 years of 
age at onset. Epstein" observed 84 
patients and found an age of onset 
from 2 to 74 years, with 6% being more 
than 60 years of age at onset. 

The present study clearly demon- 
strates that the light sensitivity of 
PMLE patients usually first appears 
on limited skin areas only, but often 
(88%) tends to extend further during 
subsequent summers. This interesting 
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phenomenon does not seem to be 
recognized in modern publications or 
textbook descriptions of PMLE, but 
some classical authors have recorded 
it." Not only did the sun sensitivity 
extend to larger skin areas, but the 
threshold sensitivity to sun declined in 
a considerable number (40%) of the 
patients during the years. Epstein" 
has earlier pointed out that PMLE 
tends to aggravate over the years, and 
Stevanovie' and Brodthagen'* state 
that the sun sensitivity generally 
continues undiminished through the 
years. On the other hand, Frain-Bell 
and co-workers" noted a diminution 
of light sensitivity in ten of 56 PMLE 
patients, and Meara et al'* state that, 
after the first few years, there is a 
tendency for the relapses to be less 
severe. In the present material, too, 
some of the patients (14%) noted a 
lessening of the sensitivity. In 16 of 
the 138 patients of this study, an inex- 
plieable remission had taken place for 
a median of three years. This interest- 
ing phenomenon has not gained much 
attention in the literature, but a 
temporary remission was described by 
Epstein'? in three of 14 cases and by 
Hutchinson' in one of 19 patients. The 
rare reports of cured PMLE™-= may 
in fact have been only lengthy tempo- 
rary remissions. The only actual 
follow-up of PMLE cases appears to 
be that of Cahn et al, who restudied 
11 PMLE cases ten years after the 
original investigation; in all cases 
yearly exacerbations of the light erup- 
tion continued to develop. 

In the present study, the light doses 
needed to trigger a bout of rash varied 
greatly from one patient to another, 
and all subgroups of PMLE included 
both very sensitive and less sensitive 
patients. The eczematous patients, 
however, showed the greatest sensi- 
tivity. Surprisingly, there are very 
few published data on this point. 
There are casual recordings of toler- 
ance thresholds of half an hour? to 
two to three hours,”‘ and Langhof and 
Spróssig's" statement that their pa- 
tient's sun-exposure tolerance ranged 
from five minutes to "all day." In the 
present series of patients, 60% had a 
threshold tolerance to sun exposure of 
30 minutes or less, and another 35% 
submitted that they reacted to one to 
three hours of sun exposure. 

The phenomenon of hardening, ie, 
diminished sun sensitivity brought 
about by repeated exposure to sun- 
light, is well-known to the practicing 
dermatologist and has been com- 
mented on in the literature. 
Frain-Bell et al quote a frequency 
of this phenomenon of 13% (seven of 
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53 patients) Epstein? states that 
hardening especially occurs in pa- 
tients with large papules. In the-pres- 
ent investigation, 51% of the patients 
noticed a diminution of the light 
sensitivity as a consequence of re- 
peated sun exposure; the patients 
with eczematous PMLE experienced 
hardening much less commonly than 
patients with other morphological va- 
rieties of PMLE. 

The latency from sun exposure to 
the first symptoms or signs of PMLE 
rash varied greatly from one patient 
to another, but most got their first 
symptoms within two hours after 
exposure. Both rapid and slow reac- 
tors were included in all of the PMLE 
subgroups. The most common initial 
symptoms were itching, redness, and 
burning. In earlier publications four 
to eight hours is often given as 
the latency, but extremes of half an 
hour to many days are men- 
tioned. '*:!9:15:20.24.26.27 Very few state- 
ments have been made about the 
duration of each bout of PMLE rash, 
but durations ranging from one to 
eight weeks have been cited.?***"5 In 
this study, most patients were free 
from the symptoms of itching and 
burning in three to five days, while it 
took two to three weeks for papules, 
vesicles, and scaling to subside. 

Many of the patients in the present 
study were found to have eye or lip 
complaints in relation to sun exposure. 
These findings corroborate the results 
of several earlier investigations. 
Hausmann and Haxthausen,” as well 
as Birt and Davis” and Everett et al,” 
all recorded cheilitis to be common- 
place among PMLE patients. There 
are also notes in the literature on eye 
symptoms in PMLE, and Ver- 
hagen,'* who looked for this symptom, 
found 30 of his 77 patients affected. 
Most review articles and standard 
textbooks, however, fail to recognize 
the lip and eye symptoms. 

Even less attention has been paid to 
the general symptoms connected with 
an outburst of PMLE rash. In this 
series, 69% of the patients reported 
symptoms of general malaise, usually 
starting some four hours after sun 
exposure. The most common ailments 
were chills, headache, fever, and 
nausea. Interestingly, similar symp- 
toms have been reported in hydroa 
vacciniforme.** In most PMLE pa- 
tients, the symptoms were mild and 
lasted for a few hours only, but they 
indicate that some mediator of in- 
flammation, apparently generated lo- 
cally in the skin, becomes distributed 
systemically by the bloodstream. The 
occurrence of flares of eruption in 
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skin sites remote from those exposed 
to irradiation, as recorded in this 


communication and  others,"^'*-* 
: lends further support to this assump- 
tion. 


Taken together, the data of this 


t study strongly emphasize the variable 


nature of PMLE. Not only is the clini- 
cal pieture many-facetted, but one 
patients symptomatology may 
change over the years. On the other 
hand, in regard to the natural history 
of the disease, the different morpho- 
logical PMLE subgroups displayed 
many more similarities than dissimi- 
larities. The general conclusion would 
therefore be that the different mor- 
phological subtypes of PMLE repre- 
sent one basic disease process rather 


^ than being pathogenetically separate 


entities. 
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Blastomycosis-like Pyoderma 


W. P. Daniel Su, MD; Scott C. Duncan, MD; Harold O. Perry, MD 


e Seven patients with blastomycosis- 
like pyoderma had skin lesions of four 
months’ to six years’ duration. The criteria 
for the diagnosis of blastomycosis-like 
pyoderma include the clinical presenta- 
tion of large verrucous plaques with multi- 
ple pustules and elevated border, pseu- 
doepitheliomatous hyperplasia with ab- 
scess histologically, and the growth of at 
least one pathogenic bacteria from the 
culture of a tissue-biopsy specimen. The 
differential diagnosis includes deep fun- 
gus infection (especially North American 
blastomycosis), bromoderma, pyoderma 
gangrenosum, mycobacterial infections, 
giant keratoacanthoma, and squamous 
cell carcinoma. Generally, the patients 
had one or more conditions that could 
have affected their systemic or local 
immunologic competence to infection. 
We believe that the clinical and histologic 
features in these cases of blastomycosis- 
like pyoderma were produced by an 
unusual, exaggerated, vegetating-tissue 
reaction to a primary or secondary bacte- 
rial infection. 

(Arch Dermatol 115:170-173, 1979) 


n 1908, De Azua and Sada y Pons' 
described a patient with “pseu- 
doepitheliomas cutanés" who clinical- 
ly had vegetating skin lesions similar 
to those of blastomycosis or tuberculo- 
sis and who had histologic changes 
similar to those of "epithelioma." Gay 
Prieto and Cascos? reported four simi- 
lar cases in 1951, which they termed 
“pyodermitis chronica vegetans von 
Azúa.” In 1953, Russell presented a 
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similar case for diagnosis before the 
Royal Society of Medicine. In the 
discussion, Anderson used the term 
"pseudoepithelioma of Azúa” and 
mentioned his experience of another 
case. Brown and Kligman' in 1957 
described two patients with “mycosis- 
like pyoderma.” Both of their patients 
were alcoholics, and the authors sug- 
gested that the disorder was nothing 
more than an unusual tissue reaction 
to a secondary bacterial infection. 
Yaffee’ in 1960 described a patient 
with localized — blastomyeosis-like 
pyoderma in a tattoo and hypothe- 
sized that mercurial hypersensitivity 
developed at the tattoo site and 
compromised the resistance of the 
skin to the omnipresent staphylococci, 
subsequently causing a blastomycosis- 
like granulomatous infection. In 1966, 
Williams and Stone" described an 
obese patient with blastomycosis-like 
pyoderma who responded to curettage 
after failure of other therapeutic 
modalities that included topical and 
systemic antibiotics, intralesional and 
systemic steroids, potassium iodide, 
and superficial x-ray radiation. 

We reviewed our experience of 
seven such cases seen at the Mayo 
Clinic from 1963 to 1977, emphasizing 
the differential diagnosis, histopatho- 
logie changes, criteria of diagnosis, 
and management. 


SUBJECTS AND METHODS 


Seven patients with blastomycosis-like 
pyoderma were seen at the Mayo Clinic 
between 1963 and 1977. The seven patients 
(four men and three women, 26 to 84 years 
of age) had had their skin lesions from four 
months to six years (Table). The lesions 
were seen as single or multicentrie, puru- 
lent, granulomatous, verrucoid plaques 
with pustules on top and were localized to 
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an extremity or to the head or neck (Fig 1). 
One patient (case 1) had multiple 1-em 
nodules of the extremities in addition to 
the facial lesions; the nodules on the 
extremities had a histologic appearance 
and bacterial growth similar to that seen in 
facial lesions and cleared rapidly with 
treatment of systemically administered 
antibiotics and wet dressings of copper 
sulfate (d'Alibour solution). 

All patients had pseudoepitheliomatous 
hyperplasia and acute inflammatory reac- 
tion as the prominent histologic features 
(Fig 2). Abscess formation was common, 
and the inflammation frequently involved 
the hair follicles. All patients had bacterial 
infection; various organisms were cultured 
from the skin lesions (Table). Staphylo- 
coccus aureus was the most frequently 
cultured organism and was present in four 
of the cases. 

Serum bromide levels were undetectable 
for all five of the patients tested. Results 
of complete fungal serologic testing in five 
cases also were negative. Multiple fungal 
cultures in all seven cases were negative, as 
were cultures performed for Mycobacteri- 
um, Actinomyces, Brucella, and herpes 
group virus. This group of patients had 
additional problems that could have af- 
fected their immunologic competence (Ta- 
ble). Alcoholism was not present histori- 
cally in any of our cases. 

There was a dramatic response in cases 
1, 2, 3, and 6 to treatment with systemic 
antibiotics in conjunction with topical wet 
dressings of copper sulfate or aluminum 
subacetate. Two patients were refractory 
to this regimen (cases 4 and 5). In case 5, a 
grade 2 squamous cell carcinoma was later 
found in one of the persistent lesions in 
contrast with that noted in previous biopsy 
specimens, which showed pseudoepithelio- 
matous hyperplasia with abscesses. One 
patient (case 7) received a course of ampho- 
tericin B at another institution, but with- 
out benefit. This patient later had surgical 
excision of his leg lesions, but local recur- 
rence subsequently developed at the site of 
excision. The lesions finally healed several 
months later, with topical treatment only. 
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Cdse/Sex7Age, yr Location 


Face, arms 


Dorsum of left foot 


4/F/81 Left ankle 


5/M/84 Right calf 


Hand, forearm, cheek, 
ear 


Left leg 


Fig 1.—Left, Case 1. Multiple, irregular, 
verrucoid facial plaques with pustules on 
top. Center, Case 4. Large plaque with 
more pustules and exudation. Right, Case 
7. Verrucoid plaque with slightly elevated 
margins. 


REPORT OF A CASE 


A 38-year-old woman had multiple, 
ovoid, and irregular verrucoid plaques on 
her cheeks (Fig 1) for 16 months. The 
plaques ranged in size from 1 x 1 em to 5 
X 4 em and had multiple pustules central- 
ly. The patient also had smaller isolated 
pyodermatous lesions of the extremities, 
some of which had resolved spontaneously 
during that period. Chronic granulocytic 
leukemia had been diagnosed 18 months 
before her presentation at our clinic. 

Biopsy specimens elsewhere had been 
interpreted as showing either squamous 
cell carcinoma or North American blasto- 
mycosis. Cultures for fungi, done else- 
where, were negative. Attempts at electro- 
desiccation and curettage of individual 
lesions and, later, cryosurgery had been 
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Cases of Blastomycosis-like Pyoderma 


Cultures 
Staphylococcus aureus 


B-streptococcus, Pseudomo- 
nas aeruginosa 


S aureus 


S aureus, fi-streptococcus, 
Proteus morganii 


P aeruginosa, Escherichia coli, 
Pr mirabilis 


S aureus, E coli 


P aeruginosa, Peptococcus 
prevotii, Candida albicans 


Histopathologic Features 


Pseudoepitheliomatous hyper- 
plasia with abscesses 


Pseudoepitheliomatous hyper- 
plasia with abscesses 
Pseudoepitheliomatous hyper- 
plasia and perifolliculitis 
Pseudoepitheliomatous hyper- 
plasia with abscesses 
Pseudoepitheliomatous hyper- 


plasia with chronic inflam- 
mation 


Pseudoepitheliomatous hyper- 
plasia and folliculitis 


Pseudoepitheliomatous hyper- 
plasia and abscesses 


Other Medical Problems 


Chronic granulocytic leu- 
kemia 


Arthritis, treated with predni- 
sone and azathioprine 


Local x-ray radiation 
Anxiety state 


Chronic cholecystitis, stasis 
dermatitis of legs; squa- 
mous cell carcinoma later 
developed; colonic carci- 
noma developed 1 year 
later 


Seminoma, treated with sur- 
gery and x-ray radiation 
Pulmonary granuloma, dia- 
betes mellitus, chronic 





unsuccessful and had resulted in enlarge- 
ment of the lesions. 

At the time of our examination, biopsy 
specimens taken from the lesions showed 
irregular proliferation of squamous cells 
manifesting as pseudoepitheliomatous hy- 
perplasia and accumulation of neutrophils 
in the dermis and hyperplastie epidermis. 


Routine bacterial cultures grew many S 


aureus organisms, which were sensitive to 
erythromycin, penicillin, and oxacillin. Spe- 
cial stains, consisting of PAS, PAS-dia- 
stase, silver chromate, and acridine orange, 
as well as the Fite stain, failed to reveal 
fungal or bacterial organisms. Multiple 
cultures for fungi were negative on Sabou- 
raud's agar, as were cultures on special 
media for mycobacteria and anaerobic 
bacteria. Therapy was started with eryth- 
romycin stearate, 500 mg four times a day, 


tension state 





and topical wet dressings of 0.25% copper 
sulfate, and, within three weeks, the 
lesions cleared almost completely. Some of 
the crusted verrucoid lesions were curet- 
ted, which resulted in faster reepitheliali- 
zation. 


COMMENT 


Several diseases may be confused 
clinically with ^ blastomveosis-like 
pyoderma: North American blastomy- 
cosis or other deep fungus infections, 
herpes simplex in cases of immuno- 
suppressed patients, bromoderma, 
and pyoderma gangrenosum. 

Clinically, blastomycosis-like pyo- 
derma is often indistinguishable from 
North American blastomycosis. A cul- 
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ture that is positive for B dermatiti- 


dis readily differentiates the two 
entities. Rarely, other deep fungus 
infections, such as chromoblastomyco- 
sis, coccidioidomycosis, and phycomy- 
cosis may show similar clinical lesions, 
but the cultures are definitive in their 
differentiation. 

Cutaneous herpes simplex infection 
occasionally may produce some vege- 
tating verrucoid plaques that may be 
suggestive of blastomycosis-like pyo- 
derma in patients with lymphoprolif- 
erative disorders or those undergoing 
immunosuppressive therapy. Herpes 
infections usually have a more hemor- 
rhagie quality, and cultures will grow 
the herpes simplex virus. 

In bromoderma, the clinical fea- 
tures may be varied, and some 
patients have raised  verrucous 
plaques that have to be differentiated 
from blastomycosis-like pyoderma. 
However, patients with bromoderma 
usually have histories of prolonged 
ingestion of bromides and elevated 
blood levels of bromide, neither of 
which is noted in cases of blastomyco- 
sis-like pyoderma. 

Occasionally, the lesion of pyoderma 
gangrenosum may be verrucoid and 
appear to be similar to blastomycosis- 
like pyoderma. However, close inspec- 
tion reveals that the margins of the 
ulcers in pyoderma gangrenosum are 
irregular, exudative, and undermined. 
Blastomycosis-like pyoderma is more 
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verrucoid and indolent, and the lesions 
take several months to reach the size 
of a few centimeters. 

The major histopathologic features 
of blastomycosis-like pyoderma are 
pseudoepitheliomatous ^ hyperplasia 
and multiple abscesses. Many deep 
fungus infections (such as North or 
South American blastomycosis, Lobo's 
disease, chromoblastomycosis, crypto- 
coccosis, coccidioidomycosis, phycomy- 
cosis, maduromycosis, and sporotri- 
chosis) and bacterial infections (such 
as granuloma inguinale and botryo- 
mycosis) have similar histopathologic 
findings. Identification of the orga- 
nisms by light microscopy or culture 
(or both) of biopsy tissue is most 
important. Blastomycosis-like pyoder- 
ma, however, usually does not have 
many giant cells of the Langhans’ 
type, which are commonly present in 
the other previously mentioned infec- 
tious diseases. Pseudoepitheliomatous 
hyperplasia also can occur at the 
margins of some ulcers, as in pyoder- 
ma gangrenosum, stasis dermatitis, 
burns, basal cell carcinoma, tuberculo- 
sis verrucosa cutis, lupus vulgaris, 
scrofuloderma, gumma, and, occasion- 
ally, overlying granular cell tumor. All 
these disorders have other histologic 
features from which the correct diag- 
nosis can be made. Bromoderma or 
iododerma can show a histologic 
pattern identical to that of blastomy- 
cosis-like pyoderma. Clinieal history 


Fig 2.—Left, Case 4. Pseudoepitheliomatous hyperplasia with acute inflamma- 
tory infiltrates (hematoxylin-eosin, X 400). Right, Case 7. Pseudoepithelioma- 
tous hyperplasia with abscess formation in dermis, also involving epidermis 
and hair follicles (hematoxylin-eosin, X 400). 


and blood halogen levels are impor- 
tant in the differential diagnosis of 
these. 

The primary concern in the histo- 
logie differential diagnosis is squa- 
mous cell carcinoma. Both squamous 
cell carcinoma and blastomycosis-like 
pyoderma may have irregular prolif- 
eration of squamous cells, multiple 
horn cysts, some mitotic figures, and 
diffuse inflammatory infiltrate. Nev- 
ertheless, there are several important 
differential points in blastomycosis- 
like pyoderma: (1) the squamous cells 
are usually well differentiated, (2) 
atypicalities, such as abnormal mi- 
toses, hyperchromasia, and hyperpla- 
sia of nuclei and individual cell kera- 
tinization are absent, and (3) neutro- 
phils in abscess formation involve the 
dermis and areas of epidermis, caus- 
ing disintegration of some epidermal 
cells (which is usually absent in squa- 


mous cell eareinoma).; In one of our * 


cases, squamous cell carcinoma (de- 
tected by a rapid new growth) devel- 
oped several months later at the site 
of a previous lesion. It is well known 
that squamous cell carcinoma can 
develop from tissues that have chronic 
injury (such as sinuses of osteomyeli- 
tis) and from lesions of epidermolysis 
bullosa dystrophica,” lupus erythema- 


tosus, and irradiation.''* These squa- ` 


mous cell carcinomas readily metasta- 
size in comparison with squamous cell 


carcinoma arising from normal or. 
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actinic skin." This case emphasizes 
that squamous cell carcinoma may 
occur from -blastomycosis-like pyoder- 
ma and indicates that biopsy and care- 
ful evaluation should be carried out 
when a lesion grows rapidly or irregu- 
larly. 

Giant keratoacanthoma'*'" and ker- 
atoacanthoma centrifugum margina- 
tum™-= are other entities that may be 
confused with  blastomycosis-like 
pyoderma. The following histologic 
features, which are common to kera- 
toacanthoma, are remarkably absent 
in blastomycosis-like pyoderma: (1) 
central crater filled with keratin and 
accumulation of multiple infundibula 
under the crater, (2) abundant 
ground-glass-like eosinophilic cyto- 
plasms in some of the proliferative 
squamous cells, and (3) isolated cells in 
some of the epithelial islands that 
were shrunken and eosinophilie, with 
round to oval contours and pyknotic 
nuclei similar to the "round cell degen- 
eration” described by McNulty and 
Sommers." In turn, blastomycosis-like 
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pyoderma is associated with larger 
accumulations of neutrophils as ab- 
seesses, rather than the microab- 
scesses seen in keratoacanthoma. Al- 
though clinically and histologically 
giant keratoacanthoma and blastomy- 
cosis-like pyoderma may be confused, 
the two are different disease pro- 
cesses. 

We agree with Brown and Kligman' 
that blastomycosis-like pyoderma is 
an unusual tissue reaction in patients 
with a low resistance to a secondary 
bacterial infection. Generally, our pa- 
tients had one of the following condi- 
tions that might have lowered their 
resistance to a bacterial infection: 
chronic granulocytic leukemia, aza- 
thioprine and prednisone therapy for 
arthritis, x-ray radiation, chronic cho- 
lecystitis, pulmonary granuloma, and 
diabetes mellitus. We believe that the 
clinieal and histologic features of 
these patients were produced by an 
unusual, exaggerated, vegetating-tis- 
sue reaction to a primary or secondary 
bacterial infection. There is no appar- 
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ent reason why this type of tissue 
reaction develops, although the un- 


derlying medical problems of the ` 


patients may have had a role in the 
manifestations of these peculiar le- 
sions. 

The criteria for the diagnosis of 
blastomycosis-like pyoderma include 
(1) large verrucous plaques with multi- 
ple pustules and elevated border, (2) 
pseudoepitheliomatous ^ hyperplasia 
with abscesses in tissue-biopsy speci- 
men, (3) growth of at least one of the 
pathogenie bacteria, such as S aureus, 
B-hemolytie streptococci, or Pseudo- 
monas aeruginosa, (4) negative cul- 
ture for deep fungi, atypical mycobac- 
teria, and Mycobacterium tuberculo- 
sis, (5) negative fungal serology test 
result, and (6) normal bromide level in 
the blood. 
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Disseminate and Recurrent 


Infundibulofolliculitis 


William R. Owen, MD, Colin Wood, MD 


e Disseminate and recurrent infundibu- 
lofolliculitis is an uncommon pruritic 
papular follicular eruption that affects the 
trunk and proximal extremities and oc- 
curs almost exclusively in blacks. Little is 
known about the cause, and treatment 
has been totally unsuccessful. Extensive 
laboratory investigations, including his- 
tology and direct immunofluorescence in 
four cases, were unrevealing. Oral vitamin 
A therapy was effective in controlling five 
of six cases. We consider this disease to 
be a specific clinical and pathologic 
response to an, as yet, unknown cause or 
causes. 

(Arch Dermatol 115:174-175, 1979) 


H's and Lund’ in 1968 reported a 
case with unique clinical and 
histologie features, which they de- 
seriptively called "disseminate and 
recurrent infundibulofolliculitis." The 
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Fig 2.—Biopsy specimen showing two hair follicles with suprafol- 
licular parakeratosis, infundibular widening by epithelial hyper- 
plasia, and mild perifollicular lymphocytic infiltration with focal 
exocytosis and spongiosis (hematoxylin-eosin, x 134). 


Fig 1.—Diffuse follicular eruption on the back. 


patient had a diffuse, pruritie, skin- 
colored, uniform follicular papular 
eruption with histologic findings of a 
perifollicular lymphocytic infiltrate 
and edema around the infundibular 
portion of the follicle. Thirteen addi- 
tional cases have been described.*- Six 
more cases are reported here, four of 
which are presented with a more 
detailed evaluation. 


REPORT OF CASES 


Case 1.—A 39-year-old black man was 
seen in 1975 with a 12-year history of a 
pruritic papular eruption over the neck, 
trunk, buttocks, and upper part of the 
arms. He was in good health, took no 
medications, had no known drug allergies 
nor family history of atopic disease. Heat 
and humidity seemed to exacerbate the 
disease. Pinpoint pustules occasionally 
occurred at the tips of the papules during 
exacerbations. Therapy with hydroxyzine 
pamoate, cyproheptadine hydrochloride, 
demeclocycline hydrochloride, oxytetracy- 
cline-hydrocortisone ointment, 1% hydro- 
cortisone cream, and selenium sulfide solu- 
tion was without benefit. Topical vitamin 
A (retinoic) acid produced scaling and 
erythema, but only slight resolution of the 


x 
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disease, after one month. Oral vitamin A, 
50,000 units twice daily, was followed by a 
brief improvement after two months. A 
spontaneous improvement lasting several 
months occurred in December 1975. 

Case 2.—A 36-year-old black man had a 
diffuse, pruritic, papular eruption over the 
upper portion of the chest and back of two 
years’ duration. Past medical history 
included seborrheic dermatitis, recent 
glaucoma, and mild allergic rhinitis. He 
took no medications and had no family 
history of atopy. Treatment with 1% hydro- 
cortisone cream was without benefit. 

Case 3.—A 38-year-old black man was 
seen in 1974 with a pruritic, papular erup- 
tion on the trunk, arms, and legs, of one 
year’s duration. He was in good health, 
took no medications, and had no known 
allergies. One sister had allergic rhinitis. 
Treatment with bath oil, metholated lotion, 
brompheniramine maleate, 0.1% triamcino- 
lone acetonide cream, prednisone, 30 mg 
daily for two weeks, minocycline hydro- 
chloride, 100 mg twice daily, tetracycline, 
250 mg four times a day, and erythromy- 
cin, 500 mg three times a day, were without 
noteworthy benefit. On several occasions 
the papules developed superficial pustules 
containing Staphylococcus aureus. Sys- 
temic antibiotics, topical oxytetracycline- 
hydrocortisone ointment, and benzoyl per- 
oxide gel were effective in clearing the 
pustular lesions, but did not alter the 
primary papular eruption. Oral vitamin A 
Therapy, 50,000 units twice daily, was 
followed by objective and symptomatic 
improvement after two months. 

Case 4.—A 21-year-old black man sought 
treatment in 1977 for an intermittent 
eruption in large ill-defined areas over the 
neck and upper aspect of the trunk, of five 
years’ duration. The patient was in good 
health without regular medications, known 
drug allergies, or history of atopy. Treat- 
ment with oral vitamin A, 50,000 units 
twice daily, was associated with nearly 
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complete clearing by two months, which 
has persisted for one year. 


FINDINGS 
Clinical Aspects 


The gross morphology was identical 
in all the cases, varying only in the 
extent of distribution and occasional 
appearance of tiny pustules (Fig 1). A 
uniform 1.5- to 2-mm dome-shaped 
skin-colored papule involved each fol- 
licle. The distribution was diffuse over 
the trunk and extremities and ar- 
ranged in parallel curved lines on the 
sides of neck and clavicular areas. The 
flexural areas of the arms and genital 
areas were spared. There was no li- 
chenification nor visible excoriations. 
A fine white desquamation occurred 
rarely on the papules. In two cases 
tiny pustules appeared at the papular 
apices during periods of severe exac- 
erbation. Alopecia and follicular kera- 
tinization was not apparent, and the 
skin had a smooth “pebbly” feel. In 
one case the eruption occurred in large 
patches over the trunk. When present, 
the symptoms were an “itching, burn- 
ing, or crawling” sensation, and the 
skin was very sensitive to touch. 


Histology 


Abnormalities were seen that in- 
volved the follicular infundibulum in 
all four cases. The principal histologic 
change was infundibular lymphocytic 
folliculitis, with exocytosis, spongio- 
sis, and epithelial hyperplasia (Fig 2). 
The hyperplasia was frequently 
marked, causing widening of the 
upper part of the follicle. All follicles 
were involved, but the lymphocytic 
exocytosis and edema in the infundib- 
ulum was focal or spotty in distribu- 
tion. Occasional follicles had infundib- 
ular keratin plugging, and all had mild 
perifollicular and superficial dermal 
perivascular lymphocytic infiltration. 


- Neutrophils without pustule forma- 


tion were seen in the infundibular 
keratin in one case. Suprafollicular 
parakeratosis and melanophores in 
the superficial dermis were present. 

Direct immunofluorescence of in- 
volved skin in the epidermis and folli- 
cular infundibulum was negative in all 
four cases. 


Laboratory Data 


The following laboratory tests 
showed normal values in all four cases: 
complete blood cell count; Cl-; CO.; K '; 
BUN; glucose; Ca**; phosphorus; uric 
acid, total bilirubin; serologic test for 
syphilis; antinuclear antibody; SGOT; 
alkaline phosphatase; cholesterol; tri- 
glycerides; and total serum protein 
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and albumin. In two cases where a 
sedimentation rate was performed, it 
was normal. Two patients had ele- 
vated y-globulin levels, and all four 
had elevated IgG levels by immuno- 
electrophoresis. Case 3 had slightly 
elevated IgM levels, and case 4 had 
increased IgA levels. Quantitative 
serum IgE levels were elevated in 
cases 1 and 2 (1,807 and 781 units/ml) 
and normal in cases 3 and 4 (151 and 
64 units/ml). 


COMMENT 


Since the publication of the original 
description of this entity in 1968, it 
has persisted without a known etiolo- 
gy because of the unique combination 
of clinical and histologic features. All 
published case reports have been of 
blacks, 15 male and four female, rang- 
ing in age from 6 to 55 years. Two 
cases identified in whites’ were men- 
tioned in a conversation with T. Olson, 
MD, in March 1978. The duration 
varies from several months to years, 
and recurrences are common. Pruritus 
is a frequent, troublesome symptom, 
although not present in all cases.’ 

The differential diagnosis of follicu- 
lar disorders has been well reviewed in 
the previous reports.’ A follicular 
pattern of atopic dermatitis discussed 
by Thew and Wood? was considered in 
these cases, but was regarded as 
unlikely in the absence of noteworthy 
personal or family history of atopy 
and other cutaneous signs of atopy. 
No other known follicular disorders 
have the same pattern as these cases. 
A primary infectious process is unlike- 
ly because the two cases with tran- 
sient follicular pustules cleared rap- 
idly with antibiotics, without altering 
the underlying process. Antibacterial 
therapy in general has been unsuc- 
cessful in controlling the disorder. 
There was no evidence clinically or by 
biopsy of a fungal infection. 

The pruritus and lymphocytic, spon- 
giotic histology suggests a delayed 
hypersensitivity response involving 
the upper part of the follicle. Contact 
dermatitis to homosalate with a folli- 
cular pattern resembling infundibulo- 
folliculitis was recently described.‘ 
The diffuse pattern, the absence of 
notable possible contactants by histo- 
ry, and the lack of response to topical 
steroids do not support an exogenous 
contact dermatitis. Patch testing of 
the patients in these case reports has 
not been possible because of the infre- 
quent remissions. A hypersensitivity 
response to endogenous components 
of the follicle could not be excluded; 
however, there was no evidence of a 
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relationship between this disease and 
any agents within the follicle. 

The list of attempted nonbeneficial 
therapeutic modalities is 
bland topical agents, multiple antibio- 
tics, topical and systemic steroids, 
keratolytics, antihistamines, ultravio- 
let light, and intralesional steroids. 
Even though reported to be without 
benefit in the first two case reports,'? 
oral vitamin A, 50,000 units twice 
daily, coincided with marked subjec- 
tive and objective improvement after 
six to eight weeks in three of the four 
cases previously discussed. Since the 
original four, two additional patients 
with this condition, a 36-year-old black 
man and a 21-year-old black woman, 
had a marked improvement after four 
to six weeks of oral vitamin A therapy 
in the same dose. Even though vita- 
min A has a well-known effect on 
follicular epithelium," the mechanism 
of its action in this disease, if any, 
must await further experience and 
knowledge of the pathogenesis. It 
should be emphasized, however, that 
therapeutic claims must be accepted 
with caution in a disease known to 
spontaneously improve. 

Recurrent or persistent disseminate 
infundibulofolliculitis remains a dis- 
tinct entity best understood as a 
specific clinicopathologie response to 
an unknown cause or causes. Response 
to therapy is poor, although oral vita- 
min A has been useful in five of six 
cases presented here. 


Joan Raskin, MD, performed the immunofluor- 
escence. Joseph W. Burnett, MD, assisted in 
reviewing the manuscript. 
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Metastatic Cancer in Guinea Pigs 
Irradiated With Grenz Rays 


Hans C. Wulf, MD, Klaus Hou-Jensen, MD 


è Guinea pigs were irradiated with 100, 
200, or 300 rads of grenz rays four times 
weekly for two years (total doses were 
32,600, 65,200, and 94,500 rads) and 
observed for an additional three years for 
development of cancer. Four animals of 
11 developed squamous cell carcinomas. 
Three of the animals with squamous cell 
carcinoma of the skin had metastases in 
regional lymph nodes. The neoplastic 
cells showed the same degree of differen- 
tiation in the primary tumors as in lymph 
nodes. 

(Arch Dermatol 115:176-178,1979) 


he ultrasoft x-rays (grenz rays, 

Bucky rays) normally used in 
dermatology are generated at 9 to 12 
kV. This radiation is used in the treat- 
ment of chronic skin diseases and, 
thus, the same area of skin may be 
exposed to relatively large total doses 
of radiation over a number of years. 
Grenz rays have photon energies 
between conventional x-rays and ul- 
traviolet light, both of which are 
known to be carcinogenic.’ Skin 
cancer has been seen after grenz-ray 
irradiation of mice,'^ and, in a few 
cases, in humans.*' In order to study 
the carcinogenic effect of grenz rays 
generated at 12 kV (photon energy 
approximately 3 to 12 keV), guinea 
pigs were irradiated for two years and 
observed for an additional three years 
for the possible development of can- 
cer. 
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METHODS 


Three groups, each consisting of four 
female guinea pigs, were irradiated four 
times weekly with, respectively, 100, 200, 
and 300 rads at 12 kV for 80 weeks over two 
years (no filter, half-value layer 0.02 mm 
aluminum, 10- to 50-kV x-ray therapy unit 
with a berylium window). After the two- 
year radiation period, the animals were 
observed for an additional three years. 

Seven control female animals were kept 
under the same conditions as the treated 
animals, but these were not irradiated. 
Observation period was five years. 

The treated animals were irradiated in 
plastie tubes with an opening (5 x 5 em) 
limiting the radiation field. All animals 
were both pigmented and nonpigmented in 
the irradiated region, located between the 
shoulder blades. 

The irradiated area was shaved weekly 
by machine. No chemical hair removers 
were used. The guinea pigs were 8 weeks 
old at the beginning of the experiment. 
The animals were weighed and observed 
for development of cancer regularly. The 
animals that died were frozen, and histo- 
pathological examination was performed 
later in one session after thawing in a 4% 
formaldehyde solution bath. 


RESULTS 


The Table 1 shows the life span, 
total grenz-ray dose, and tumor devel- 
opment for the individual animals. 
The mean life span appears to 
decrease with radiation intensity. 


The Treated Group 


The animals irradiated with doses 
of 200 and 300 rads four times a week 
rapidly developed a radiodermatitis 
without ulcerations, but with dry, 
scaly, leather-like skin. Increased pig- 
mentation and hair loss in the irra- 
diated region occurred in all animals 


after total doses of 8,000 to 10,000 
rads. 

Before completion of the two-year 
irradiation period, four animals died 
(100D, 200C, 200D, 300D). None of 
these had tumors. One (100D) is with- 
drawn from the Table, as it died by 
accident. 

After the irradiation period, six 
animals were dead (100C, 200A, 200B, 
300A, 300B, 300C). Four of these 
(200A, 200B, 300A, 300C) had squa- 
mous cell carcinomas of the skin, and 
three of the animals (200A, 200B, 
300A) with skin cancer had metas- 
tases in regional lymph nodes. 

The four above-mentioned animals 
developed cancer during the observa- 
tion period (Table) and all had 
received more than 65,000 rads. 

Two of the irradiated animals 
(100A, 100B) are still alive and have no 
visible tumors. 

Keratinized squamous cell carcino- 
mas were seen in four of the irra- 
diated animals. Differentiation be- 
tween normal surface epithelium and 
the proliferating tumor epithelium 
was clearly demonstrated (Fig 1). The 
tumor epithelium penetrates through 
the dermis and destroys the pannicu- 
lus. Invasive growth in the perineural 
space frequently was seen. All carci- 
nomas showed horn pearls, individual 
cell keratinization, notable atypical 
cells and nuclei, and increased num- 
bers of mitoses. In many regions, 
malignant acantholysis was demon- 
strated (Fig 2). None of the tumors 
penetrated into the deeper muscles; . 
however, in three of the four animals, 
tumor metastases were seen in the 
axillary lymph nodes. The primary 
tumor and the metastases showed the : 
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Grenz Ray Total Grenz Age, mo, at Death Observation Time, Months Between End 


: Dose 4 Times Ray Dose, After Start of mo, After Discon- of Irradiation and Tumor 
Weekly, Rads Code Rads Radiation tinuing Radiation Appearance of Tumor Development Metastases 
e shat 3 60, alive M No None 


60, alive VA No None ^ 
60, alive TU No None 
Control "y^ 60, alive Mr No None 
40 Poorly differen- Bone marrow, lung, 
tiated lympho- heart, kidney, su- 
cytic lymphoma prarenal glands 
33 a No None 
20 EN: No None 
32,600 5.3 36, alive bi No None 
32,600 e 36, alive P». No None 
32,600 8 d ad No None 
65,200 2 Ulcerative, inva- Left axillary lymph 
sive squamous node, right fore- 
cell carcinoma leg 
65,200 Ulcerative, inva- Right axillary lymph 
sive growing node, left lateral 
squamous cell thorax wall 
carcinoma K 
30.200 "rt ACT No None 
3,200 es Y" No None 
94,500 Ulcerative, inva- Left axillary lymph 
sive squamous node 
cell carcinoma 
94,500 Intradermal epi- None 
thelial cyst, no 
evidence of 
malignant neo- 
plasm 
Two ulcerative, 
invasive squa- 
mous cell carci- 
nomas, peri- 
neural invasion 
25,200 TC $ed No 





Fig 1.—Invasive growing squamous cell 
carcinoma of the skin. Arrows indicate 
invasion of panniculus (hematoxylin- 
eosin, original magnification x 53). 


Sa 


Fig 2.—Typical squamous cell carcinoma with acantholysis and individual cell keratini- 
zation (hematoxylin-eosin, original magnification X 840). 
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Fig 3.—Part of lymph node metastasis showing same differentiation as primary tumor (Fig 
2) (hematoxylin-eosin, original magnification x 840). 


same degree of differentiation (Fig 
3). 

Microscopic examination of lungs, 
kidneys, liver, and genitals showed no 
evidence of metastases. 


The Control Group 


Three (E, F, G) of the seven animals 
died during the five-year observation 
period. None of these showed signs of 
squamous cell carcinoma, either mac- 
roscopically or microscopically. One of 
the animals (E) that died after 3% 
years had macroscopically enlarged 
liver, spleen, and peripheral lymph 
nodes. 

Sections from these organs and 
from bone marrow, lungs, heart, 
kidney, and suprarenal lymph glands 
demonstrated diffuse infiltration 
with poorly differentiated lymphocy- 
toid cells. A tumor located in the 
subcutaneous fat showed structures of 
benign lipoma. 


COMMENT 
Animal Experiments 


In mice,’ squamous cell carcinomas 
appeared after 22,300 rads over 12 
months. Epstein? reports the first 
appearance of tumors after 12,000 
rads in hairless mice given 100 rads at 
12 kV three times weekly. 

In rats, basal cell careinomas, squa- 
mous cell carcinomas, and fibrosarco- 


mas have been seen either after a 


single dose of 5,000 rads or 7,800 rads 
given as 300 rads weekly.* 


Treatment of Humans 


Kalz has treated patients with 150 
to 300 rads four times a year for 
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roughly ten years (total dose 15,000 
rads) without visible skin changes. 
Grover" and Klem" report that doses 
of 200 rads to a total of 10,000 rads 
given over several years produced no 
skin changes. In agreement with this, 
no cancer development has been seen 
after an eye treatment up to 11,000 R 
(half-value layer 0.021 to 0.031 mm 
aluminum) after four years' observa- 
tion." 

One psoriatic patient, however, has 
been described in whom squamous cell 
carcinoma developed after 13,600 
rads,” but additional measures were 
used in treating the psoriasis. The 
combination of grenz rays and other 
treatment is known to alter the carci- 
nogenic effects,‘ and the possibility of 
an interaction in this case cannot be 
excluded.’ 

In addition, a physician who had 
been exposed to large doses of grenz 
rays for 15 years developed cancer six 
years after the last dose." Sagher' has 
described development of squamous 
cell carcinoma in a dermatologist who 
had received 60,000 to 70,000 rads of 
grenz rays. 

Such large doses as mentioned 
above rarely would occur in dermato- 
logical practice, and only a few cases 
of human skin cancer from grenz ray 
therapy have been reported, compared 
with the thousands of patients who 
have been treated with grenz rays. 


Our Experiment 


We have chosen guinea pigs as our 
experimental model, since the thick- 
ness of skin more closely resembles 
human skin than does that of rat or 
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mouse and because the animals are 
big enough to be irradiated in a zone 
with well-defined lymphatic drainage. 
This makes an evaluation of metasta- 
sis easier. 

As described, grenz rays can pro- 
duce skin cancer in animals and man. $ 
In agreement with that, we had four J 
animals with squamous cell carcino- 
mas—all exposed to more than 65,000 
rads. We did not find cancer after 
32,600 rads in this experiment even 
after five years. Thus, a sufficient 
dose for tumor development may be 
between 32,600 and 65,000 rads in 
guinea pigs. Skin tumors have not 
been seen outside the irradiated zone 
in our study, but there were areas 
with hair loss that was not due to 
abnormal bacteria or fungal flora. 

In three of four animals with squa- 
mous cell carcinomas, metastases 
were found in regional lymph nodes. 
Similar findings have not been 
reported in other experiments,*' 
where tumor formation has been 
limited to the irradiated zone. 

Grenz rays generated at 12 kV can 
thus produce metastatic squamous cell 
carcinoma under the experimental 
conditions described in this article. 


Anita Hagen and Ole Ellermann gave technical 
assistance. 
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Case Reports 


X Acute Panereatitis Associated With 


Long-term Azathioprine Therapy 


Occurrence in a Patient With Systemic Lupus Erythematosus 


Louis J. Herskowitz, MD; Sidney Olansky, MD; Pearon G. Lang, MD 


€ A 34-year-old woman with a 13-year 
history of systemic lupus erythematosus 
had been taking azathioprine (Imuran) for 
one year in an effort to control her cuta- 
neous lesions and also as a steroid spar- 
ing agent. Acute pancreatitis developed, 
which we could not relate to her lupus, 
prednisone administration, viral illness, or 
other causes. We concluded it was due to 
azathioprine therapy and wish to report 
this unusual occurrence. 

(Arch Dermatol 115:179, 1979) 


Vo ra pl cL acute  pan- 
ereatitis has been reported in 
renal transplant and regional enteri- 
tis cases. The pancreatitis occurs 
shortly after therapy is initiated. We 
wish to report the unusual finding of a 
patient who was on a regimen of 
azathioprine for over one year for 
treatment of cutaneous lupus ery- 
thematosus before acute pancreatitis 
developed. 


REPORT OF A CASE 


A 34-year-old woman with a history of 
systemic lupus erythematosus for 13 years 
had been taking large doses of prednisone 
for the past nine years. Because cataracts 
were noted to have been developing, she 
was begun on a regimen of azathioprine, 50 
mg twice a day, in August 1976 in an effort 
to reduce her steroid requirement and 
obtain further contro! of her skin lesions. 
Her prednisone requirement dropped to 
125 mg orally, every other day, after 
azathioprine therapy was begun. 

Approximately ten days prior to admis- 
sion, the patient began having vague 
abdominal discomfort and a diminishing 
appetite. She discontinued her medication, 
but on Aug 10, 1977 she began experienc- 
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ing severe, dull abdominal pain with 
nausea and occasional vomiting and was 
admitted to the hospital. There was no 
history of peptie ulcer or gallbladder 
disease, jaundice, melena, or aleohol con- 
sumption. She also gave a history of fevers, 
chills, and minor joint aches. 

On examination, temperature was 38 °C, 
pulse was 104 beats per minute and regu- 
lar, and blood pressure was 120/70 mm Hg. 
Skin examination showed prominent ery- 
thematous lesions over her face, arms, and 
legs. Abdominal examination revealed dif- 
fuse tenderness, worse in the right upper 
quadrant and radiating to her back. Bowel 
sounds were decreased. There was volun- 
tary guarding and rebound tenderness. 
Laboratory examination showed the fol- 
lowing values: serum amylase, 511 Somo- 
gyi’s units/dl; urine amylase, 3,870 units/dl 
(normal, 66 to 740); electrolytes, CBC, and 
chest x-ray film, normal; antinuclear anti- 
body positive at 1:320 in a speckled pattern; 
lupus erythematosus preparation, nega- 
tive; C3, normal; C4, markedly decreased; 
ESR (Westergren) was 32, 29, and 76 mm/ 
hr on successive days; bilirubin was 2.37 
mg/dl; SGOT, 177 units/ml; and alkaline 
phosphatase, 108 units/dl. An intravenous 
cholangiogram was normal, and a flat plate 
of the abdomen showed a localized segmen- 
tal ileus in the left lower quadrant. 

The patient was treated conservatively 
with nasogastric suction, analgesics, and 
intravenous fluids, and responded within 
three days. Her azathioprine therapy was 
not restarted. A regimen of prednisone in 
the usual dosage was continued, and her 
skin lesions and arthralgias improved as 
therapy continued. She has been main- 
tained on prednisone since discharge, with 
no apparent ill effects. 


COMMENT 


Commonly reported complications 
of azathioprine therapy include infec- 
tion, hepatotoxicity, and bone marrow 
suppression. Pancreatitis secondary to 
azathioprine therapy has been re- 
ported in cases of organ transplant’ 
and Crohn's disease'? within weeks of 
initial administration. The mecha- 


nism of drug-induced pancreatitis has 
not been elucidated, but a hypersensi- 
tivity phenomenon has been postu- 
lated'* since rechallenge with azathio- 
prine will precipitate another bout of 
pancreatitis.’ It is unlikely that aza- 
thioprine affects pancreatic secretory 
function or ductal pressures. Because 
of limited experience, it is not possible 
at this time to permit a predictable 
relation to exist between the develop- 
ment of pancreatitis and preceding 
duration of dosage.* 

Although the pancreatitis in this 
case may have been due to her lupus, 
the prednisone administration, or an 
intercurrent viral infection, her 
prompt response to the discontinua- 
tion of azathioprine treatment and 
the lack of exacerbation when predni- 
sone therapy was continued militates 
against a role for steroids. Further- 
more, there was no other evidence for 
a viral infection. We cannot complete- 
ly eliminate her lupus as a cause, but it 
had been under good control at the 
time of her pancreatitis. 

Because azathioprine is being used 
more and more in immunologically 
mediated diseases, it is important to 
bring to physicians’ attention this 
rare but potential side effect. More- 
over, it is unusual to observe azathio- 
prine-induced pancreatitis occurring 
after long-term administration. 
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Immunologic Features of 


Chronic Granulomatous Mucocutaneous 
Candidiasis Before and After 
Treatment With Transfer Factor 


Maija Horsmanheimo, MD; Kai Krohn, MD; Martti Virolainen, MD; Kirsti Blomqvist, MD 


è We report the acquisition of skin test 
sensitivity to Candida albicans antigen 
and the ability to produce leukocyte 
migration inhibition factor (MIF) by a 
Candida-negative patient with chronic 
granulomatous mucocutaneous candidia- 
sis after treatment with dialyzable transfer 
factor (TFd). The TFd was acquired from 
Candida-positive healthy donors. Three of 
seven attempts to transfer Candida skin 
test sensitivity were successful, and the 
acquired skin reactivity lasted for 12 to 21 
days. The acquisition of cellular immunity 
to Candida was demonstrated in vitro by 
production of leukocyte MIF. No Candida- 
induced lymphocyte transformation was 
observed before or after TFd injection. 
The TFd did not cause Candida-induced 
blast transformation when added directly 
to cultures of lymphocytes from the 
patient. Pain, tenderness, redness, and 
edema were observed around the Candi- 
da granulomas on each occasion when 
the skin test to Candida became positive. 
Two weeks after TFd injection, the prolif- 
erative response of peripheral blood 
lymphocytes increased, as measured by 
incorporation of tritiated thymidine into 
lymphocytes within the first hour of in 
vitro incubation. 

(Arch Dermatol 115:180-184, 1979) 


he impairment of cell-mediated 
immunity to Candida albicans in 
chronic mucocutaneous candidiasis is 


well known. Lack of delayed hyper- 


sensitivity skin reaction'" and ab- 
sence of migration inhibitory factor 
(MIF) production to Candida anti- 
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gen* have been found in most 
patients. Absence of lymphocyte acti- 
vation to Candida in vitro has been 
verified in half of the pa- 
tients. '^*"*2-?! Because of this 
apparent defect in cell-mediated im- 
munity, transfer factor (TF) obtained 
from normal donors with a skin test 
positive to Candida has largely been 
used in the therapy of chronic mucocu- 
taneous candidiasis. ^" We describe 
the immunologic features of a case of 
chronic granulomatous mucocuta- 
neous candidiasis before and after 
treatment with dialyzable transfer 
factor (TFd). New observations made 
include a good correlation between the 
transferred skin test reactivity to 
C albicans antigen and the redness 
and tenderness associated with the 
Candida granulomas. In addition, the 
increased proliferative response of 
peripheral blood lymphocytes was 
seen two weeks after TFd injection 
within the first hour of in vitro incu- 
bation with tritiated thymidine. 


REPORT OF A CASE 


A 12-year-old boy had suffered candidal 
infections since the age of 6 months, when 
C albicans was found on culture from his 
mouth, nails, and scalp lesions. Granuloma- 
tous Candida lesions appeared at the age 
of 3 years on the soles of his feet, and at the 
age of 6 years on the corners of his mouth. 
At the age of 6 years, he had meningoen- 
cephalitis, and the CSF grew C albicans on 
culture. No endocrinopathy was detected. 
Low serum iron levels were found at the 
ages of 6 months and 3 years. The patient 
had received local antifungal treatment 
and iron therapy until the age of 3 years; 
this therapy controlled his recurrent symp- 
toms (cheilitis, oral thrush, scalp lesions, 
paronychia), but had no effect on the gran- 
ulomatous lesions. At the age of 5 years, he 
received amphotericin B (Fungizone) in- 
travenously for one month, during which 
time Candida granulomas almost disap- 
peared. The treatment was discontinued 


* References 1, 3-7, 9, 11, 12, 14, 17, 21, 23, 25. 
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because of side effects, and new granulo- 
mas were seen soon after the treatment 
was stopped. At the age of 6 years, the 
patient again received amphotericin B, for 
the meningoencephalitis, and CSF find- 
ings became normal within one month. 
During this three-month therapy with 
amphotericin B, the Candida granulomas 
were removed surgically from the soles of 
his feet. Amphotericin B treatment was 
again discontinued because of side effects, 
and new Candida granulomas soon ap- 
peared on the borders of the skin grafts. 
Nystatin was prescribed for his oral Candi- 
da lesions; for many years, this therapy 
had some success. After the age of 7 years, 
the patient had Candida granulomas 
continuously on the soles of his feet and on 
the corners of the mouth, as well as paro- 
nychia and recurrent oral thrush. All of 
these lesions frequently grew C albicans on 
culture. During the four years before TFd 
therapy was started, the patient had been 
treated with nystatin, various local anti- 
fungal agents, and skin transplants on his 
soles. During the present study of clinical 
symptoms and immunologic parameters of 
cell-mediated immunity before and after 
TFd injections, the patient received only 
local antibacterial and antifungal thera- 


py. 
METHODS 
Skin Tests 


Skin tests were performed by intrader- 
mal injection of 0.1 ml of each test antigen 
and saline control. The antigens were PPD 
in concentrations of 0.1 and 1.0 tuberculin 
unit (TU); C albicans antigen (Dermato- 
phytin O) in concentrations of 1:500 and 
1:50; and trichophytin in concentrations of 
1:500 and 1:50. Dinitrochlorobenzene 
(DNCB) in a concentration of 10% was used 
for sensitization, and 0.1% DNCB was used 
for skin testing. Skin tests were read at 48 
hours, and reactions of 10 mm of indura- 
tion were considered positive to C albicans 
antigen, trichophytin, and 0.1% DNCB; 
skin test reactions of 6 mm of induration 
were considered positive to PPD. 


Preparation of TFd 


The TFd was prepared from two healthy 
donors who had strongly positive skin test 
reactions to 1:500 C albicans antigen. The 
method has been described in detail else- 


"S 
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mc 


. Sterile disposable 


where." Briefly, 450 ml of heparinized 
blood was collected, and after dextran sedi- 
mentation, the leukocytes were washed 
and dissolved in 2 ml of pyrogen-free 
water. After cell lysis by freezing and 
thawing ten times, the lysate was dialyzed 
against 200 ml of water for 24 hours. The 
dialysate was concentrated by lyophiliza- 
tion, and the final preparation of 1 ml of 
TFd represented 1 x 10* mononuclear 
cells, ie, 10* cell equivalent units (CEU). 


Lymphocyte Cultures 


The methods used are described in detail 
elsewhere.” After sedimentation of venous 
blood, the WBCs were washed and cultured 
at a concentration of 4 x 10* WBC/ml in 
35-mm plastic Petri dishes with medium 
Roswell Park Memorial Institute (RPMI) 
1640 and 20% fetal calf serum and with 
medium RPMI 1640 and 209; of the 
patient’s own plasma. All cultures were 
made in duplicate. Phytohemagglutinin 
(PHA) was used at a final dilution of 1:250; 
PPD at 10 ug/ml; C albicans antigen (with- 
out preservative) at final dilutions of 1:250, 
1:125, and 1:625; TFd at 0.2 ml (2 x 10 
CEU); and TFd at 0.2 ml with C albicans 
antigen at a dilution of 1:125. The PHA- 
induced response was measured on the 
third day, and all other cultures were 
harvested on the sixth day. One hour 
before the cultures were harvested, 1 „Ci of 
tritiated thymidine (specific activity, 6.7 
Ci/mmole) was added per milliliter of 
culture fluid. Incorporation of tritiated 
thymidine into the acid-insoluble fraction 
was measured by scintillation counting. 
The results were expressed as counts per 
minute per culture.* Cell preparations 
were made with a cytocentrifuge and 
stained with May-Grünwald-Giemsa stain. 
For determination of the percentage of 
blasts, at least 100 blasts were scored, or 
the blasts were counted on an area calcu- 
lated to correspond to at least 2,000 
lymphocytes. Responses higher than 1% 
blasts were considered to be definite in 
vitro responses. The results were recorded 
as mean of the percentages or counts per 
minute of duplicate cultures. No differ- 
ences were found in cultures with fetal calf 
serum or with the patient's own plasma, 
except for somewhat higher "spontaneous" 
blast transformation in cultures with fetal 
calf serum, as reported previously.” There- 
fore, only responses in cultures with the 
patient's own plasma are shown herein. 


Leukocyte Migration 
Inhibition Test 


The method used is described in detail 
elsewere.” Briefly, after dextran sedi- 
mentation of venous blood, the leukocyte- 
rich supernatant was collected and the cells 
were washed twice with Eagle's minimum 
essential medium (MEM ) and counted. Cell 
concentrations were 10* cells per milliliter 
of MEM with 10% newborn calf serum, and 
the cell suspension was drawn into 20-4] 
capillary tubes. The tubes were sealed and 
centrifuged and then cut at the cell-liquid 
interface and placed into the chambers. 
leukocyte migration 
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C albicans 
Antigen 
Concentration 
| 
1:50 


Time Before 


TFd Injection 1:500 1:500 


*ND, not done. 


1:50 





Trichophytin 
Concentration 


PPD Dinitrochloro- 
m benzene (DNCB) 
0.1 TU 1 TU 0.196 


TThe patient was sensitized two weeks earlier with 1096 DNCB. 


Table 2.—Effect of TFd on Skin Test Sensitivity and 
In Vitro and In Vivo Lymphocyte Responses 


Lymphocyte Transformation 
Test, cpm/Culture 


Skin Test 
Reactivity 
to C albicans 
antigen (1:50) 


Days After 
First TFd 


meee d 


C albicans Antigen 
cn OF 
1 E 


Tritiated 
Thymidine 
Incorpora- 

tion Into 
Peripheral 

Blood 

Leuko- 
cytes, 
cpm/10* 
em 


Leukocyte 
Migration 
Inhibition 
Test With 
C albicans 
Antigen 
(1:10) 


1:125  1:62.5 





*First injection of TFd (2 x 10* CEU) was given one day previously. 
TSecond injection of TFd (1 x 10* CEU) was given one day previously. 
iThird injection of TFd (2 x 10° CEU) was given two days previously. 
§Fifth injection of TFd (1 x 10° CEU) was given 14 days previously. 


Table 3.—Skin Test Reactivity to C a/bicans Antigen and In Vitro Responses 
of Lymphocytes to C albicans Antigen and PPD in Donors of TFd 


C albicans Antigen 
Skin Test (1:500) 


Strongly positive 
Strongly positive 





plates, were used. Candida albicans anti- 
gen at a concentration of 1:10 was used. 
Migration was recorded with a photo- 
graphic enlarger after 18 hours at 37 °C, 
and the migration index (MI) was calcu- 
lated by dividing the mean area of migra- 
tion with antigen by the mean area of 
migration without antigen. An MI of less 
than 0.8 is considered to be a definite 
inhibition. 


Assay of 
Proliferating Peripheral WBCs 


Two milliliters of venous blood was with- 
drawn into a warm (37 °C) syringe contain- 
ing 0.5 ml of 6% dextran, 50 IU of heparin, 
and 2.5 uCi of tritiated thymidine (specific 
activity, 6.7 Ci/mmole). The contents of the 


Control 


In Vitro Responses, cpm/Culture 


C albicans Antigen 


(1:125) PPD, 10 pg/ml 


syringe were mixed, and after incubation 
for one hour at 37 °C, the WBC-rich buffy 
coat was collected. The cells were counted 
in a hemocytometer, and cell preparations 
were made with a cytocentrifuge and 
stained with May-Grünwald-Giemsa stain. 
Two 0.2-ml aliquots of cell suspension were 
immediately chilled and used for scintilla- 
tion counting. The net proliferative activi- 
ty of WBCs was expressed as counts per 
minute per 10° WBCs. 


RESULTS 
Immunologic Findings 
Before TFd Injection 


Skin Tests.—The patient's skin test 
reactions to Candida were always 
negative before  TFd injections, 
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Table 4.—Acquisition of C albicans Antigen 
Skin Test Sensitivity After TFd Injections* 


C albicans Antigen Skin Test 


Days After 
Previous 
TFd 
Injection 


Days After Amount Local 


First TFd 
Injection 


CEU tivity 





*Skin tests read after 48 hours. 


1:50 


Systemic Local 
Sensi- 
tivity 


of TFd, Sensi- 


Days After TFd 

1:500 Injection When 

m First Negative 
Systemic Skin Test 

Sensi- Reaction Was 
tivity Observed 


Sensi- 
tivity 


Table 5.—Association of Local Symptoms in Candida Granulomas With Skin 
Test Reactivity to C albicans Antigen Before and After TFd Injections* 


Days After 
First TFd 
Injection 


*Skin tests read after 48 hours. 
TND, not done. 


whereas he showed positive skin reac- 
tivity to 0.1 to 1.0 TU of PPD (Table 
1). He had negative reactions to 
trichophytin, although 8.8 years ear- 
lier, a positive skin test reaction to 
trichophytin had been observed. The 
patient responded normally to DNCB 
sensitization. 

Lymphocyte Transformation Tests.— 
The PHA-induced lymphocyte trans- 
formation studied two days before 
TFd treatment was normal (47,725 
cpm; 87% blasts) compared with 40 
healthy control subjects reported pre- 
viously.* The PPD induced a weak 
blast transformation in lymphocyte 
cultures (3,210 cpm; 5.2% blasts). No 
C albicans antigen-induced lympho- 
cyte transformation was observed in 
vitro (Table 2). Lymphocytes from two 
healthy Candida-positive donors of 
TFd showed normal in vitro responses 
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Days After 
TFd Injection 





C albicans 
Antigen Skin Test Local Symptoms 
in Candida 
Granulomas 


1:50 1:500 


ru 
+ 
+ 
+ 
+ 
+ 


to C albicans antigen (Table 3). 

The proliferative activity of periph- 
eral blood leukocytes (tritiated thy- 
midine incorporation) was 66 cpm per 
10° WBCs (Table 2), which did not 
differ significantly (threefold re- 
sponse) from the value of 31 + 16 cpm 
per 10° WBCs (mean + SD) for 19 
healthy control subjects. 

Leukocyte Migration Inhibition 
Tests.—No C albicans antigen-induced 
production of leukocyte MIF was 
observed in vitro before TFd injec- 
tions (Table 2). 


Immunologic Findings 
After TFd Injection 


Skin Tests.—The TFd prepared from 
two donors (Table 3) was injected in 
four 0.5-ml doses into the patient's 
arm. Seven attempts to transfer 
Candida sensitivity were made, the 


intervals between the injections being 
47, 7, 7, 7, 266, and 3 days (Table 4). 
Candida albicans antigen at concen- 
trations of 1:500 and 1:50 was injected 
intradermally at two sites of TFd 
injections to test local sensitivity; to 


concentrations of C albicans antigen 
were injected intradermally into the 
patient's thigh. The TFd alone did not 
cause any reactions. At the site of the 
combined injection of TFd and C albi- 
cans antigen (local sensitivity), a posi- 
tive reaction was observed in six of 
seven transfer attempts when a 
concentration of 1:50 C albicans anti- 
gen was used, and in two of seven 
attempts when a 1:500 concentration 
was used (Table 4). Systemic sensitiv- 
ity to C albicans antigen was observed 
with a concentration of 1:50 in three of 
seven attempts, and with the 1:500 
concentration only once. Thus, in 
three of seven attempts, the transer 
of skin test sensitivity to Candida by 
TFd was successful, and the skin test 
reactivity lasted for 12 to 21 days. 
Skin reactions at the site of local 
sensitivity were maximal after 24 
hours, whereas skin reactions at the 
site of systemic sensitivity were maxi- 
mal after 48 hours. 

In conjunction with the skin reac- 
tivity, the patient developed tender- 
ness and pain in the granulomas, and 
obvious erythema and edema around 
the lesions were seen on each occasion 
(Table 5). The local symptoms disap- 
peared concurrently with reversion of 
skin tests to negative after TFd injec- 
tion. Interestingly, the patient com- 
plained of severe pain five days after 
the skin test was again negative after 
the first TFd injection (Table 5). 
Eight days later, the skin test showed 
a positive reaction to Candida (Table 
5) without any further TFd injection. 
The TFd therapy had to be discontin- 
ued because of the very severe local 
symptoms, which prevented the pa- 
tient from walking and disturbed his 
sleep. No clinical improvement was 
observed during this short TFd thera- 
py. 
Lymphocyte Transformation Tests.— * 
No clear Candida-induced blast re- 
sponse were observed in six-day-old 
lymphocyte cultures after TFd injec- 
tions (Table 2). However, an increase 
of counts per minute in lymphocyte 
cultures with antigen was repeatedly 
seen after TFd injection when com- 
pared with control cultures (Table 2). 
However, this increase is not signifi- 
cant since most investigators accept a ' 
threefold or greater difference be- 
tween counts per minute of experi- 
mental and control eultures as indica- . 
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tive of a significant effect. The PHA- 
induced response one day after TFd 
injection was somewhat higher (75,840 
cpm) than two days before TFd injec- 
tion (47,725 cpm). The PPD-induced 
response was also higher one day after 
TFd injection (13,965 cpm (13,4% 
blasts) vs 3,210 epm (5.2% blasts). In 
addition, the PPD-induced responses 
tested on days 4, 8, and 15 after TFd 
injection were 11,060, 8,440, and 4,900 
cpm, respectively. Because of the 
increase in PPD-induced responses in 
vitro, the patient was skin-tested 
three days after TFd injection; how- 
ever, he showed the same skin reactiv- 
ity to PPD (positive to 1 TU of PPD) 
as before the TFd injection. 

The proliferative response of WBCs 
in peripheral blood was 6.1 times high- 
er 15 days after the first TFd injec- 
tion than before TFd injection (Table 
2). 

To study whether C albicans sensi- 
tivity could be transferred in vitro to 
the nonsensitive lymphocytes of the 
patient, TFd at a concentration of 0.2 
ml (2x 10° CEU) combined with 
C albicans antigen (1:125) was tested. 
Control cultures with C albicans anti- 
gen dermatophytin O and with TFd 
alone at the same concentrations were 
set up. No transfer of Candida- 
induced blast transformation could be 
demonstrated. 

Leukocyte Migration Inhibition 
Tests.—After the first injection of 
TFd, acquisition of cellular immunity 
to Candida was demonstrable in vitro 
by the production of MIF (MI < 0.80) 
at days 4 and 8, and after the fifth 
injection of TFd on day 14 (Table 2). 


COMMENT 


Immunologic findings before TFd 
injection in this patient are consistent 
with most reports concerning cell- 
mediated immunity in chronic muco- 
cutaneous candidiasis.'?* Before TFd 
injection, the patient showed negative 
skin test reactions to Candida , and no 
Candida-induced lymphocyte trans- 
formation or production of MIF was 
observed in vitro. According to the 
literature, at least 65 patients with 
chronic mucocutaneous candidiasis 
have been treated with TF.2-** Skin 
tests to Candida were negative in 46 
of 48 patients (96%); lack of MIF 
production was reported in 24 of 29 
patients (83%); and lack of blastogenic 
response to Candida was reported in 
23 of 44 patients (52%) before TF 
treatment.?** The patient described 


` herein responded normally to the T- 


cell mitogen, PHA, in vitro, to PPD in 
the in vivo as well as in the in vitro 


. tests, and to DNCB, indicating a selec- 
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tive defect in cell-mediated immunity 
to Candida. 

Acquisition of Candida skin test 
sensitivity in chronic mucocutaneous 
candidiasis after treatment with TFd 
has been reported in 42 of 46 patients 
(9156)7*; improvement of MIF produc- 
tion has been reported in 18 of 20 
patients (90%); and increased blasto- 
genic responses to Candida have been 
reported in 25 of 35 patients (71% 
blasts after TFd vs 52% before 
TFd).-" In the present study, skin 
test sensitivity to Candida was 
acquired after three of seven injec- 
tions of TFd. Local skin test sensitivi- 
ty was found to be maximal after 24 
hours, and systemic sensitivity was 
maximal after 48 hours, as reported 
previously." The acquisition of C 
albicans sensitivity was demonstrated 
in vitro by the leukocyte migration 
inhibition test. No clear Candida- 
induced lymphocyte transformation 
was observed after TFd injection. 

There is evidence that in healthy 
subjects TFd is able to elicit increased 
blast transformation in lymphocytes 
cultured in the presence of specific 
antigen." No stimulation in C albi- 
cans antigen responses in the pres- 
ence of TFd could be observed in the 
present study, a finding that has been 
reported for patients with sarcoido- 
Sis.” 

The mechanism of action of TFd is 
not known. It has been suggested that 
TFd can activate or amplify immune 
responsiveness both specifically and 
nonspecifically.” The immunologic 
specificity of TFd is not universally 
accepted, and it has been suggested 
that rather than transferring sensi- 
tivity to previously nonsensitive cells, 
TFd may “turn on” the reactivity of 
sensitive cells or may overcome sup- 
pression by excessive antigenic 
loads. Presumably, there are sev- 
eral components in TFd that work 
through different mechanisms and 
affect different factors of  cell- 
mediated immunity. Normal recipi- 
ents of TFd who acquire skin test 
reactivity also respond in vitro, as 
demonstrated by lymphocyte trans- 
formation and by the production of 
mediators of cell-mediated immunity 
(MCI)? In most cases of chronic 
mucocutaneous candidiasis, injections 
of TFd are followed by acquisition of 
skin reactivity, MCI production, and 
by increased blastogenic responses of 
lymphocytes to Candida antigen. 
Thus, at least in some immunodefi- 
ciency diseases, TFd might act on 
MCI production, which in turn could 
lead to skin reactivity and clinical 
improvement. 


Granulomatous Candidiasis—Horsmanheimo et al 


In the present case, pain, tender- 
ness, erythema, and edema around the 
granulomatous Candida lesions were 
seen in parallel with the acquisition of 
Candida skin reactivity. This phe- 
nomenon has been reported after TFd 
therapy in lepromatous leprosy” and 
osteogenic sarcomas.** The good corre- 
lation between skin reactivity and the 
local symptoms in Candida lesions 
after TFd therapy has not been 
reported previously. In the present 
study, on each occasion when the skin 
test reactivity was present, the 
patient complained of local symptoms 
in his Candida lesions; with reversion 
of the skin test to negative, the symp- 
toms disappeared. It appears that 
TFd "turned on" the few previously 
Candida-sensitive cells to recognize 
the antigen present, culminating ulti- 
mately in the production of MCI. Such 
flow of antigen-reactive cells has been 
reported previously. 

The fact that no clinieal improve- 
ment was seen in this patient might 
be explained by the very brief dura- 
tion of TFd therapy. In fact, severe 
local symptoms suggested that clinical 
improvement was taking place in the 
Candida granulomas. However, the 
patient's local symptoms were so 
severe that they prevented him from 
walking and disturbed his sleep, and 
TFd therapy had to be discontinued. 
Some clinical improvement, at least 
transitory, has been reported pre- 
viously in 50 of 64 patients (7895).?-*5 It 
seems that one prerequisite for the 
clinical effect of TFd in chronic muco- 
cutaneous candidiasis is treatment 
with large and repeated doses. Spitler 
et al" reported that patients with 
granulomatous lesions might respond 
more successfully than those with 
other forms of candidiasis, but Grob et 
al' could not find any characteristic 
clinical form of candidiasis or specific 
type of immune deficiency that re- 
sponded better to TFd than other 
forms of candidiasis. 

A variety of nonspecific effects on 
lymphocytes in vitro have been shown 
for TFd, including augmentation of 
PHA-induced lymphocyte transfor- 
mation." An increase in PHA- 
induced tritiated thymidine incorpo- 
ration after TFd injection was seen in 
the present case, but the PHA 
response before TFd injection was 
also very high (87% blasts). Increased 
PPD-induced responses after TFd 
injection might reflect transfer of 
PPD sensitivity, which was higher in 
the donors than in the patient. 

Interestingly, the proliferative re- 
sponse of WBCs in peripheral blood 
was substantially increased 15 days 
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?, 
after the first TFd injection. The 
incorporation of tritiated thymidine 
within the first hour in vitro reflects 
the in vivo capacity of the cells for 
DNA synthesis, as shown by parallel 
in vivo and in vitro studies with bone 
marrow." In healthy subjects, very 
few lymphoblasts (“atypical lympho- 
cytes”) are present in the peripheral 
blood.*? In viral infections, after 
immunization, and in diseases in 
which immunologic mechanisms play 
a role, the number of lymphoblasts is 
substantially increased.** 

The connection with immunologic 
phenomena and the increase in circu- 
lating lymphoblasts after deliberate 
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immunization strongly suggests that 
the appearance of lymphoblasts in the 
blood is a manifestation of an immune 
response. In cutaneous drug hypersen- 
sitivity reactions, lymphoblasts have 
been found in peripheral blood five to 
seven days after clinically positive 
drug provocation tests, whereas ru- 
bella vaccines caused an average of 
about an eightfold increase in the 
percentage of peripheral lympho- 
blasts two weeks after vaccination.” 
The proliferative response of periph- 
eral lymphocytes after TFd injection 
has not been studied previously. An 
increase in the number of proliferat- 
ing cells was found in the present 
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study 15 days after TFd injection. On 
the same day, the patient had a nega- 
tive response to Candida by skin test, 
which was performed 13 days after 
TFd injection, but he had complained 
of severe local symptoms in his Candi- 
da granulomas for two days without 
any further TFd. When he was tested 
ten days later, his skin test reaction to 
Candida was positive without a new 
TFd injection. Thus, this proliferative 
response of peripheral blood lympho- 
cytes might reflect the immunologic 
response of the patient. 
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. Subeorneal Pustular Dermatosis and 3 


Crippling Arthritis 7 


Thomas G. Olsen, MD; Robert C. Wright, MD; Arnold I. Lester, MD 


€ A 25-year-old woman has suffered 
with subcorneal pustular dermatosis and 
a rheumatoid-like arthritis for the past 11 
years. Both her skin lesions and arthralgia 
have abated with institution of dapsone 
administration and have worsened with 
interruption or reduction of the dose. The 
coexistence of arthritis and subcorneal 
pustular dermatosis and the response of 
both to therapy suggest a probable asso- 
ciation. 

(Arch Dermatol 115:185-188, 1979) 


wee the original description of 
subcorneal pustular dermatosis 
by Sneddon and Wilkinson in 1956, 
numerous case reports have appeared 
in the literature.' The striking mor- 
phological and histological similarities 
of these cases combined with often- 
times beneficial response to sulfones 
have helped to establish the syndrome. 
While cultures of the pustules have 
yielded varying results, immunofluo- 
rescent studies are consistently nega- 
tive with absence of immunoglobulins 
or complement deposition in vivo and 
in vitro. 

Characteristically, subcorneal pus- 
tular dermatosis follows a relapsing 
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but benign course unaccompanied by 
other systemic diseases. Several case 
reports do mention concomitant con- 
ditions, such as osteoarthritis, thyro- 
toxicosis, and asthma, but no attempt 
is made to associate the skin findings 
with these systemic conditions. 

We are describing a patient with 
subcorneal pustular dermatosis, which 
occurred in conjunction with a crip- 
pling arthritis. The initial onset of 
these two processes and their unique 
tendency to flare together led us to 
speculate that perhaps they are 
related. 


REPORT OF A CASE 


A 25-year-old woman was admitted to 
the University of Cincinnati Medical Cen- 
ter in December 1976 with arthralgias and 
a fulminant skin eruption of 72 hours’ 
duration. Her history indicated 15 previous 
admissions to the University of Kentucky 
Medical Center for an almost identical 
syndrome of polyarthritis accompanied by 
a bizarre, gyrate, vesiculopustular rash. 
Connective tissue studies over the nine 
years prior to admission had yielded con- 
sistently negative results, with the excep- 
tion of one positive rheumatoid factor in a 
dilution of 1:20 and several serum comple- 
ment levels (CH50, B1C) that were in the 
low normal range. 

Arthrocentesis of the knee joints in 1974 
and 1976 showed an inflammatory transu- 
date with poor mucin clot formation. 
Cultures from the patient’s skin lesions 
had inconsistently yielded Staphylococcus, 
Proteus, and Pseudomonas organisms. Sev- 
eral cultures had been sterile. Histological- 
ly, these same skin lesions had demon- 
strated subcorneal pustules; other lesions 


showed subepidermal bulla formation, with 
a varying amount of acantholysis. The 
vessels in the papillary dermis were 
surrounded consistently by a preponder- 
ance of neutrophils, but the intensity of the 
infiltrate and the lack of vessel wall 
involvement were insufficient to merit the 
diagnosis of “vasculitis.” A direct immuno- 
fluorescent study of an early vesicle in 1975 
showed normal findings. 

In view of the inconsistencies in the 
clinical picture correlated with histologic 
and laboratory findings, Leavell et al, in 
1970, described the patient’s anomaly in 
the Journal of the Kentucky Medical Asso- 
ciation as polymorphous eruption with 
arthritis. 

Treatment had consisted of antibiotics, 
10 to 60 mg/day of prednisone, 50 to 150 
mg/day of azathioprine, and 50 mg of 
sulfapyridine four times daily. The latter 
was employed successfully only once in 
1968 and was used in conjunction with 
steroids. 

Throughout 1976, the patient's condition 
deteriorated so that she was unable to walk 
without the assistance of a walker. Her 
disease continued to flare, both with 
respect to skin and joint manifestations. 

On admission in December 1976, the 
physical examination demonstrated a 25- 
year-old woman with cushingoid facies 
who appeared chronically ill. Her tempera- 
ture was 37.2 °C. The cutaneous surface 
displayed 50 to 100 vesiculopustular lesions 
assembled in a gyrate pattern to involve 
the upper portion of the back, axillae, and 
inguinal and inframammary areas (Fig 1 
and 2). The size of the lesions ranged from 
5 to 10 mm. The scalp was also afflicted 
with pustule and vesicle formation. The 
palms, soles, face, and mucous membranes 
were spared of lesions, but several turbid 
pustules on an erythematous base were 
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Fig 1.—Cutaneous sur- 
face of back shows 50 to 
100 vesiculopustular le- 
sions assembled in gyrate 
pattern. 
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Fig 4.—Subcorneal aggregation of neutrophils and no acantholyt- 
ic cells. Papillary dermis is edematous with exocytosis of neutro- 
phils. Vessels are surrounded by admixture of neutrophils and 


mononuclear cells (hematoxylin-eosin, original magnification 
x 125). 





Fig 2.—Vesiculopustular lesions in ingui- 





hand and wrist. 


& 


Fig 5.—Higher magnification of Fig 4 shows neutrophils migrating 
from dermal papillae through epidermis (hematoxylin-eosin, orig- 
inal magnification x 300). 
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noted over the dorsal interphalangeal 
surfaces of the fingers. Many of the lesions 
had ruptured, leaving dried crusts and 
exudate. The Nikolsky’s sign was negative. 
Between areas of active disease, there was 
residual reddish-brown  hyperpigmenta- 
tion, and abdominal striae were apparent. 

The examination of the musculoskeletal 
system disclosed radioulnar joint crepitus 
‘with multiple flexion contractures and 
swan-neck deformities of the fingers and 
toes (Fig 3). The knees were warm and 
tender to palpation, with bilateral effu- 
sions. Results of the rest of the physical 
examination were normal. 


LABORATORY DATA 


Results of urinalysis were normal, as 
were electrolyte, glucose, BUN, serum 
creatinine, serum calcium and phosphorus 
levels, antinuclear antigen titer, three 


— ]upus erythematosus preparations, DNA 


binding, cryoglobulins, rheumatoid factor, 
sensitized sheep cell agglutination, porphy- 
rins, iodide levels, and an ECG; HLA-B8 
and HLA-B27 were absent. Leukocyte 
counts ranged from 8,700 to 13,700/cu mm. 
Erythrocyte sedimentation rates had a 
range of 6 mm/hr on dismissal to a pinna- 
cle of 117 that occurred during an exacer- 
bation of the skin and joint complaints. A 
chest x-ray film showed diffuse loss of 
bone density with compression fractures of 
several lower thoracic vertebrae. X-ray 
films of the sacroiliac joints were normal. 
Cervical spine films showed atlantoaxial 
subluxation, a finding consistent with 
connective tissue disease. Hand x-ray films 
demonstrated multiple subluxations and 
fusions of the terminal phalanges with 
narrowing of the joint spaces. No true 
erosions of the joints were found. An upper 
gastrointestinal series and barium enema 
showed normal findings. A Tzanck smear 
from a pustule showed polymorphonuclear 
leukocytes and a few acantholytic cells. A 
Gram’s stain of the vesicular contents 
demonstrated Gram-positive cocci in clus- 
ters. Immunoprotein-electrophoresis dis- 
closed normal levels of IgG, IgM, and IgA. 
Elevated haptoglobin levels (322 mg/dl; 
normal, 30 to 160 mg/dl) in association 
with low levels for albumin (2.7 g/dl; 
normal, 3.5 to 5.0 g/dl) and transferrin (188 
mg/dl; normal, 205 to 274 mg/dl) were 
suggestive of an acute inflammatory 
process. A complete complement profile 
yielded normal Clq and CH50s but 
elevated C3 (250 mg/dl; normal, 90 to 200 
mg/dl), C5 (9.2 mg/dl; normal, 3.5 to 7.5 


"mg/dl), and kallikrein activating factor 


(190 u/dl; normal, 74 to 159 y/dl). This 
pattern, too, was consistent with an acute 
phase reaction. 

Skin cultures grew S aureus (phage 
94,96), P aeruginosa, and Pr mirabilis. 
Several cultures grew no organisms. Tei- 
choie acid antibody titer was negative. 
Neutrophil phagocytosis of Staphylococcus 
was normal. The test for the presence of 
epidermolytic toxin using neonatal mice 
yielded negative results.: 

Pathological and immunofluorescence 
studies of skin specimens were performed. 
Histologically, a pustule containing neutro- 
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phils was present just below the stratum 
corneum (Fig 4). Polymorphonuclear leuko- 
cytes were seen migrating across the 
epidermis into the subcorneal bulla (Fig 5). 
A few acantholytic cells were present in 
some areas. Direct immunofluorescence of 
lesions, normal skin adjacent to lesions, 
and distant uninvolved skin disclosed no 
IgG, IgA, IgM, and C3/C4. Indirect immu- 
nofluorescence for circulating IgG in the 
patient's serum also was negative. For 
both direct and indirect studies, positive 
controls (bullous pemphigoid and dermati- 
tis herpetiformis) were run simultaneous- 
ly. 

Cryostat sections of skin biopsy speci- 
mens were incubated with erythrocytes to 
test for immune adherence to the stratum 
corneum as noted by Krogh and Tonder.* 
Adherence of erythrocytes at the periphery 
of a vesicle was present in one area. The 
test results were interpreted as only 
suggestive for the presence of immune 
complexes in the stratum corneum. Repeti- 
tion of the experiment was not feasible 
since the patient's lesions had healed. 


HOSPITAL COURSE 


Therapy with nafcillin sodium and 
gentamicin sulfate was started on 
admission but was stopped four days 
later when all cultures were negative. 
The patient had been taking 10 mg of 
prednisone on admission; this was 
tapered and stopped over a ten-day 
period. The patient improved initially 
using only wet aluminum acetate 
compresses, but one week after admis- 
sion, intense pruritus preceded a flare 
of new skin lesions and joint com- 
plaints. She remained afebrile. Three 
grams of aspirin per day was started 
with alleviation of the joint com- 
plaints, but the skin erruption re- 
mained unchanged. At the end of the 
second week, the patient's tempera- 
ture spiked at 38.8 °C in association 
with intense arthralgias and many 
new vesiculopustules on her trunk and 
lower extremities. In view of the prob- 
able diagnosis of subcorneal pustular 
dermatosis and the lack of response to 
the salicylates, dapsone was begun at 
a dose of 50 mg four times daily. 
Within 48 hours, no new lesions were 
observed, the patient was afebrile, 
and the arthralgias had abated. Aspi- 
rin was continued, but salicylate cho- 
line had to be substituted two weeks 
later, after stools showed trace evi- 
dence of blood. 

An intense rehabilitation program 
was then initiated by the personnel of 
the Physical Medicine Department in 
conjunction with a complete evalua- 
tion by the Hand Surgery Branch of 
Orthopedics. Following various splint- 
ing procedures, a left thumb fusion, 
and an active exercise program, the 
patient was released from the hospital 
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two months later, able to walk with 
the assistance of a walker. 

During the rehabilitation regimen, 
the patient experienced two flares of 
her pustular eruption and arthritis. 
The first occurred 24 hours after she 
inadvertently had not taken any 
dapsone. The second was observed 
after the same medication had been 
tapered to 100 mg/day. Both exacer- 
bations promptly responded to the 
administration of dapsone at the 
former dose of 200 mg/day. 


COMMENT 


We believe that this patient repre- 
sents a further example of subcorneal 
pustular dermatosis considering mor- 
phology, immunohistological findings, 
and response to therapy. The case is 
unique because of the inseparable 
relationship of the skin disorder with 
"probable rheumatoid arthritis."* It is 
because of this uncharacteristic asso- 
ciation of subcorneal pustular derma- 
tosis with a deforming arthritis that a 
discussion that elaborates on various 
differential diagnoses must be in- 
cluded. 

Our major concern was whether the 
patient had a forme fruste of pyoder- 
ma gangrenosum with arthritis. This 
diagnosis was particularly pertinent 
when one reviewed the patient's histo- 
ry and found clinical descriptions of 
skin ulcerations and histologic find- 
ings that showed subepidermal bulla 
formation.’ In addition, reports by 
Perry and Brunsting’ and Ayres and 
Ayres described patients with typical 
phagedenic ulcers of pyoderma 
gangrenosum, arthritis, and a vesicu- 
lopustular rash resembling an atypical 
form of dermatitis herpetiformis. In 
these same reports, patients respond- 
ed almost uniformly to sulfones. 
Patient 2 of Ayres and Ayres, a 47- 
year-old man, experienced resolution 
of the skin ulcerations and blistering 
eruption in addition to an abatement 
of his arthritis after a course of sulfa- 
pyridine.* Microscopic examination of 
an early vesiculopustular lesion from 
cases 1 and 2 in Ayres and Ayres’ 
series yielded intraepidermal and sub- 
epidermal bulla formation, while Per- 
ry and Brunsting did not comment on 
the histology of the blistering erup- 
tion. Our patient can be contrasted 
with those described in these reports 
and the diagnosis of pyoderma 
gangrenosum with arthritis in several 
respects: Most importantly, after eval- 
uating three exacerbations of skin 


and joint symptoms, we only observed 


superficial pustules that evolved to 
crusts and nonscarred areas of post- 
inflammatory hyperpigmentation. 
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There was no tendency to ulceration. 
Moreover, the pustules displayed by 
our patient were more numerous than 
in the subjects of the above reports 
and covered larger surface areas, 
including hairy regions such as the 
scalp and groin (Fig 2). Mieroscopic 
evaluation of lesions in all stages of 
evolution showed a consistent subcor- 
neal collection of polyps with minimal 
acantholysis. We did not consider the 
absence of inflammatory bowel dis- 
ease as an important negative find- 
ing, as stressed by Braverman.’ How- 
ever, without the presence of necrotic 
uleerative lesions or the tendency of 
pustules to evolve to ulcerations, it 
was difficult to make a case for pyo- 
derma gangrenosum. 

The cutaneous ulcerations in the 
past were explained by Leavell et al as 
a possible complication of steroid ther- 
apy.’ The subepidermal bulla forma- 
tion described in the same report is 
perhaps more difficult to reconcile 
and would be more in accord with an 
early lesion of pyoderma gangreno- 
sum or dermatitis herpetiformis. The 
latter diagnosis was excluded by 
negative immunofluorescent findings, 
and the literature provides ample 
evidence that intraepidermal and sub- 
epidermal bulla formation can occur in 
cases of subcorneal pustular dermato- 
81s, 10. 11 

Pustular psoriasis was a further 
differential possibility that could po- 
tentially combine a deforming arthri- 
tis with a relapsing pustular eruption. 
Baker and Ryan," in their series of 
104 patients with various clinical 
expressions of pustular psoriasis, de- 
scribed an "annular" variant in ten 
patients that resembled subcorneal 
pustular dermatosis morphologically. 
Like the patient under discussion, 
none of these ten patients had a histo- 
ry of atypical plaque-like psoriasis. 
Other similarities included the onset 
of pustulation before the age of 20 in 
six patients and the presence of an 
elevated ESR or leukocytosis in eight 
patients. Case M44 was presented in 
which a pustular gyrate eruption, very 
similar to that of our patient, devel- 
oped in a 67-year-old man with a 
deforming arthritis of the peripheral 
and sacroiliac joints. 

We concede that, from a morpholog- 
ical viewpoint, our patient would be 


188 Arch Dermatol—Vol 115, Feb 1979 


e . ~ VT as TTT? ew 


difficult to separate from Baker and 
Ryan’s subset of “annular pustular 
psoriasis." However, the microscopic 
features of pustular psoriasis, spon- 
gioform pustules and microabscesses 
in combination with an acanthotic 
epidermis and congested dermal pa- 
pillae, were absent in all sections, 
making this diagnosis unlikely. The 
favorable response of our patient to 
sulfones would be more consistent 
with the diagnosis of subcorneal 
pustular dermatosis, albeit we are not 
advocating therapeutic response as a 
reliable means to separate the two 
diseases. 

Reiter’s disease, pemphigus foli- 
aceus, leukocytoclastie angiitis, impe- 
tigo contagiosa, erythema multi- 
forme, familial benign pemphigus, 
iododerma, and the staphylococcal 
scalded-skin syndrome were all con- 
sidered in the differential diagnosis 
but were excluded on clinical, micro- 
biological, or immunohistological 
grounds. Impetigo herpetiformis was 
not regarded as a separate entity 
from pustular psoriasis. 

After a review of the literature, we 
were unable to find a case of subcor- 
neal pustular dermatosis in associa- 
tion with a rheumatoid-like arthritis. 
This diagnosis remained in abeyance 
for some time and was only possible 
after exhaustive laboratory studies 
such as immunofiuorescence, HLA 
typings, and immune adherence stud- 
ies were completed. The fact that the 
patient’s skin and joint complaints so 
closely coincided raises the question of 
the relationship of subcorneal pustu- 
lar dermatosis to arthritis. Their coex- 
istence may be fortuitous, but we 
think a similar pathogenesis may 
exist. 

Many workers believe that rheuma- 
toid arthritis is an immune complex 
disease. The formation of immune 
complexes in the affected joint is 
thought to activate the complement 
cascade with resultant mobilization of 
neutrophils to the area. Subsequent 
tissue destruction follows as these 
polymorphonuclear leukocytes release 
various proteolytic enzymes. Similar- 
ly, Krogh and Tonder have postulated 
that subcorneal pustular dermatosis is 
associated with the deposition of 
immune complexes in the stratum 
corneum.’ By using the technique of 


erythrocyte adherence, they were able 
to show the presence of antigen-anti- 
body complexes in the roof of the 
vesicle in two patients with subcor- 
neal pustular dermatosis. We at- 
tempted to reproduce this work by 
using a fresh vesicle from our patient. 
The results were equivocal. The 
patient’s improving clinical course 
negated further investigation. Addi- 
tional studies are needed because the 
finding of immune complexes in 
patients with subcorneal pustular der- 
matosis could explain the rapid trans- 
epidermal movement of neutrophils in 
this disease. 


Calvin Linnemann, MD, performed the staphy- 
lococeal toxin experiment on neonatal mice; 
Daniel Richfield, MD, reviewed our histopatho- 
logic sections; and George W. Hambrick, Jr, MD, 
criticized the manuscript. 


Nonproprietary Names and 
Trademarks of Drugs 


Azathioprine—Jmuran. 
Gentamicin sulfate—Garamycin. 
Salicylate choline—Arthropan. 
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Harlequin Ichthyosis 
With Epidermal Lipid Abnormality 


Melodie M. Buxman, MD; Peter E. Goodkin, MD; 
Wolf H. Fahrenbach, PhD; Robert L. Dimond, MD 


è An infant with phenotypic harlequin 
ichthyosis survived for nine months, then 
died a crib death. At autopsy, an enlarged, 
but structurally normal, thymus was 
found. Light microscopically, the epider- 
mis showed massive hyperkeratosis and 
variable parakeratosis, and a stain for 
neutral fat was positive in the upper 
epidermis and stratum corneum. Electron 
microscopic study disclosed crystals re- 
sembling cholesterol and masses of auto- 
phagic vacuoles, many of them glutted 
with lipid, deposited within cells of the 
stratum corneum. Biochemically, choles- 
terol and triglyceride levels in the stratum 
corneum were sharply elevated (19.8 and 
32.0 mg/g of dry weight, respectively). A 
defect in epidermal lipid metabolism is 
postulated. 

(Arch Dermatol 115:189-193, 1979) 


he harlequin fetus is a rare and 

dramatic manifestation of severe 
congenital ichthyosis. Since the first 
description in America, in a diary kept 
by the Reverend Oliver Hart in 1750,'? 
a number of cases have been de- 
scribed." Because of the rarity of the 
condition and the short life span of 
affected individuals (6 weeks or less), 
the place of this phenotype in the 
taxonomy of ichthyoses remains con- 
troversial. Several authors have sug- 
gested that harlequin ichthyosis is 
simply an exaggerated form of sex- 
linked or lamellar ichthyosis, ^"? but 
others maintain it is an entity sui 
generis." 
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Here we describe an infant whose 
appearance at birth was that of a 
harlequin fetus; her survival for 9 
months allowed us to observe the 
evolution of her disease and to analyze 
histochemically, biochemically, and 
electron microscopically the patholog- 
ic changes in her epidermis. 


REPORT OF A CASE 


In June 1976, a 2,200-g female infant was 
born to a 19-year-old primigravida after 36 
weeks’ gestation. Labor and delivery were 
complicated by premature rupture of the 
fetal membranes, but Apgar scores were 7 
and 9 at one and five minutes. 

The mother’s pregnancy had been un- 
eventful, and the only medications taken 
were vitamins and iron. There was no 
family history of ichthyosis, and the 
parents were unrelated. The mother, 
maternal grandmother, and great grand- 
mother all had mild ligamentous laxity of 
the large joints that had been diagnosed 
clinically as a form of Ehlers-Danlos 
syndrome. A paternal great aunt, of 
French Canadian descent, had congenital 
alopecia totalis and defective nails; she was 
not available for examination. 

The infant was transferred to the 
University of Oregon Health Sciences 
Center at 3 hours of age in mild respiratory 
distress due to restriction of chest move- 
ment. Her appearance was grotesque (Fig 
1), and her facial features greatly 
distorted; ectropion and chemosis were so 
extreme that the eyes formed mere slits 
below the edematous lids, and severe ecla- 
bium was present. The external ears were 
flush with the surrounding skin and 
consisted of a few simple folds. External 
auditory canals were- occluded by kerati- 
nous debris. Although the nose was flat- 
tened, the nares were patent. Nipples were 
hypoplastic. The surface of the skin was 
covered by 5-mm-thick, tough, yellow- 
brown, polygonal scales separated by deep 
fissures extending into the dermis. A taut, 
smooth stratum corneum adhered to both 
dorsal and ventral aspects of the hands and 
feet, which were fixed in a flexed position. 


Scalp hair was sparse and fine; eyebrows 
and lashes were absent. Fingernails and 
toenails were present and slightly thick- 
ened. Results of the rest of the physical 
examination were unremarkable. 


Laboratory Studies 


Results of blood cell count and measure- 
ments of serum albumin, IgM, calcium, 
phosphorus, and a urinalysis were within 
normal limits. A urine amino acid screen on 
the second day of life showed an elevated 
tyrosine level but no other abnormalities. 

Skin biopsy of the right hip showed 
severe hyperkeratosis and parakeratosis 
(Fig 2). The granular layer was absent or 
consisted of a single layer of flattened cells 
containing small keratohyalin granules. No 
increase in mitoses was apparent, nor was 
there glycogen accumulation within the 
cells by PAS staining. A moderate, chronic, 
inflammatory infiltrate and considerable 
dilation of papillary blood vessels were 
present in the dermis; adnexal structures 
appeared normal. 


Course 


The infant was placed in a high-humidi- 
ty, temperature-controlled incubator. A 
five-day course of antibiotics was adminis- 
tered parenterally because of septic birth. 
Over the ensuing weeks, her skin remained 
essentially as it had been at birth, but there 
was gradual healing of the bases of the 
fissures. When 2 weeks old, she was trans- 
ferred to a hospital near her home and, 
after an additional four weeks, was 
discharged to the care of her parents. 
Topical medication consisted only of a 
moisturizing lotion and bath oil. 

Over the next six months, the patient 
gained weight slowly. Although psychoso- 
cial development was apparently normal, 
motor development was retarded by 
decreased mobility of hands, feet, and 
trunk. At 7 months, she could sit unassisted 
but was unable to turn over (Fig 1). The 
thickened stratum corneum gradually 
thinned to about 2 mm on the trunk; 
considerable ectropion remained, the only 
persistent ophthalmologic abnormality. Al- 
though skin cultures repeatedly yielded 
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Fig 1.—Left and center, Harlequin infant at birth. Note ectropion, eclabium, and absence of defined facial features. 
Skin surface is covered with an emulsion ointment base (Eucerin) applied at admission to newborn intensive care unit. 
Right, Infant at 7 months. Facial features have developed and thickness of skin has decreased. 





Fig 2.—Biopsy specimen from right hip 
shows massive hyperkeratosis and para- 
keratosis with diminutive granular layer 
(hematoxylin-eosin, original magnification 
x 50). 


large amounts of Staphylococcus epider- 
midis and group D streptococci, pyoderma 
and systemic infection were never present. 
In March 1977, at the age of 9 months, the 
baby was found dead in her crib, without 
antecedent illness. 


Summary of Autopsy Findings 


External examination was as previously 
described and was consistent with severe 
ichthyosis. Internally, there were multiple, 
small, petechial hemorrhages over the 
visceral pericardial surface and over both 
outer and cut surfaces of the thymus. The 
thymus weighed 30 g (normal for that age 
is 9 + 5 g). Several cysts were noted in the 
ovaries, but results of gross examination 
were otherwise unremarkable. No cause of 
death was apparent. 

Microscopic examination of skin from 
several body sites showed considerable 
hyperkeratosis and parakeratosis of vari- 
able severity. The vascular dilation and 
chronic inflammatory infiltrate noted on 
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previous examination were still prominent. 
Sections of the enlarged thymus were 
normal morphologically, save for multiple 
focal petechial hemorrhages within the 
cortex and medulla. The structure of muco- 
sal and other epithelial surfaces through- 
out the body was normal, but a chronic 
inflammatory infiltrate and dilated vessels 
underlay virtually all epithelia, including 
those of mucosal surfaces, esophagus, 
colon, and the urinary system. 


SPECIAL STUDIES 
Keratin Analysis 


X-ray diffraction of peeled stratum 
corneum obtained several days after 
birth demonstrated a normal pattern 
(5.14 A meridional arc and 9.8 A equa- 
torial reflection). In addition, the 
usual lipid reflection at 4.15 A was 
present. Approximately 50% of the 
stratum corneum protein was soluble 
in 6M urea-0.1M mercaptoethanol in 
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Fig 3.—Left, Fettrot stain for neutral lipid 
(deep purple) is positive throughout stra- 
tum corneum and upper Malpighian layer 
(original magnification x 80). Right, Acid 
phosphatase stain is positive in broad 
band including both upper Malpighian 
layer and stratum corneum (original mag- 
nification X 63). 


0.1M tris buffer, pH 9.0. Proteins in 
this extract precipitated in agar with 
antiserum to human prekeratin and 
gave a normal electrophoretic pattern 
in sodium dodecyl sulfate-containing 
gels." 


Histochemistry 


At approximately 12 hours postmor- 
tem, skin specimens were removed 
from the scalp, back, chest, soles of the 
feet, and oral mucosa. Half of each 
specimen was frozen in liquid nitro- 
gen and half fixed in 4% neutral 
buffered formaldehyde solution. Fro- 
zen sections (5 u) were stained with 
Fettrot for neutral lipids, with Ba- 
ker's acid hematin for phospholipids, 
and with the Schultz reaction for 
cholesterol esters"; they were also 
examined by polarized light. Acid 
phosphatase staining was done, but 
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Fig 4.—Transition between stra 
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after birth). Note reduced tonofilaments and keratohyalin and abundance of vesicles in stratum 
corneum (original magnification x 7,700). 


the postmortem interval before freez- 
ing precluded further enzyme histo- 
chemical studies. Tissues fixed in 
formaldehyde solution were stained 
with PAS reagent with and without 
diastase, toluidine blue, pyronin Y for 
RNA, and methyl green for DNA, 
with acid orcein Verhoeff for elastic 
fibers, and with the von Kossa stain 
for calcium. 

Of the lipid stains, Fettrot for 
neutral lipids was positive (Fig 3, 
left). It stained small droplets distrib- 
uted uniformly within the cornified 
cells. A very broad band of acid phos- 
phatase reactivity extended from the 
uppermost Malpighian layer through 
the outer stratum corneum (Fig 3, 
right). 

Toluidine blue and PAS reactions did 
not disclose unusual mucopolysaccha- 
ride deposits in the tissue. Pyronin Y 
and methyl green stains showed RNA 
and DNA in the parakeratotic cells of 
the stratum corneum, an indication of 
incomplete destruction of nuclear and 
cytoplasmic organelles. Elastic fibers 
were normal, and no abnormal deposits 
of caleium were seen. 


Electron Microscopy 


Transmission electron microscopy 
(TEM) was carried out on tissues 

obtained at 1 day, 2 and 4 months of 
' life, and at autopsy. Tissues were 
fixed in Karnovsky's fixative, in 296 
osmic acid in collidine buffer, or in 
cacodylate-buffered 2.5% glutaralde- 
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hyde with 2% paraformaldehyde. Af- 
ter epoxy resin embedding, sections 
were cut and stained with uranyl 
acetate and lead citrate and viewed in 
an electron microscope (Philips 300). 
Scanning electron microscopy (SEM) 
was carried out on stratum corneum 
obtained at 1 day and 2 months of life. 
Tissue was fixed in a manner similar 
to that used for TEM and critical- 
point-dried. After it was coated with 
gold-palladium in a sputtering device, 
the tissue was viewed in a scanning 
electron microscope. 

By TEM, the dermis, basal lamina, 
basal layer, and lower stratum spino- 
sum were normal except for dilation 
of upper dermal vessels noted above. 
The upper stratum spinosum and 
granular layer were abnormal in 
several respects. There were fewer 
tonofilaments than normally present, 
and no keratinosomes (membrane- 
coating granules, lamellar bodies) 
were seen. Keratohyalin content was 
highly variable—often there was vir- 
tually none—but individual granules 
were normal in structure, though 
small (Fig 4). There were numerous 
vacuoles in the upper epidermis. 
Although these may be abnormal 
keratinosomes, they lacked any dis- 
cernible lamellae and resembled auto- 
phagic vacuoles. No lamellae were 
visible between keratinized cells even 
at high magnification. Structural ab- 
normalities reached their culmination 
in the stratum corneum (Fig 5). 


Retained organelles in various stages 
of disintegration, a wealth of auto- 
phagie vacuoles (many of which con- 
tained ribosomes), and collections of 
empty vacuoles (presumably occupied 
by lipids before fixation) contributed 
to the overall vesicular appearance of 
the cells. Needle-like structures re- 
sembling cholesterol crystals were 
scattered within the cytoplasm. Co- 
pious opaque intercellular material 
was particularly conspicuous in speci- 
mens from the earliest biopsy speci- 
men. Specimens obtained at autopsy, 
although poorly preserved, showed 
persistence of the same abnormali- 
ties. 

In surface view with the SEM (Fig 
6), the stratum corneum had a peculiar 
glued-together appearance, lacking 
the cell-by-cell desquamation pattern 
so characteristic of a normal skin 
surface. 


Lipid Analysis 


Because of the unusual ultrastruc- 
tural picture and the positive histo- 
chemical results of epidermal lipid 
stains, stratum corneum peeled from 
the trunk at autopsy was submitted 
for sterol and triglyceride analysis. 
Sixty milligrams (dry weight) of stra- 
tum corneum was rinsed thoroughly 
with 0.15M sodium chloride and 
extracted with 1:1 (vol/vol) chloro- 
form-methanol. Sterols were analyzed 
as described by Bhattacharyya and 
co-workers.'® A 1-ml sample of the 
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Fig 5.—Stratum corneum at 1 day. Cells contain recognizable mitochondria, assorted vesicles, and 


empty-appearing clefts (arrows) suggestive of cholesterol inclusions. Intercellular spaces are 
dilated and filled with a finely granular substance (original magnification x 27,000). 





Fig 6.—Epidermal surface (specimen obtained 8 weeks after birth). Cells appear glued 
together into large scales (original magnification x 860). 


chloroform-methanol extract was sa- 
ponified with alcoholic potassium hy- 
droxide; nonsaponifiable material was 
derivatized to trimethylsilyl ether and 
subjected to analysis in a gas chro- 
matograph with cholestane as an 
internal standard for quantification. 
A second 1-ml sample of the chloro- 
form-methanol extract was processed 
through an autoanalyzer for triglycer- 
ide determination. 
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Results of the lipid analysis are 
summarized in the Table. 


COMMENT 


The term "harlequin fetus" is mere- 
ly descriptive and refers to the type of 
“ichthyosis congenita major” so 
graphically described in earlier re- 
ports in which an infant was born, 
frequently prematurely,* with plates 
of epidermal armor divided by deep 


fissures. This armor had not been shed 
by the time death occurred a few days 
or weeks later. Cause of death, though 
often not apparent at autopsy, was 
attributed to lung compromise, sepsis 
from the deep skin fissures, or to 
pneumonia from mechanical restric- 
tion of breathing combined with aspi- 
ration of abnormal scales into the 
lungs before birth. No doubt many of 
these infants succumbed to dehydra- 
tion because their abnormal skin could 
not retain water and they could not 
suckle enough to replace body fluids. 
Although the life span of the infant 
we observed was unusually long, prob- 
ably as a result of intensive care in the 
initial weeks, her prematurity, per- 
sistent highly abnormal skin, and 
sudden unexpected death were char- 
acteristic of this syndrome. 

Several earlier reports emphasized 
abnormalities of the thymus and 
thyroid associated with this disease. 
Some investigators described an en- 
larged thymus*^*; Craig et al" noted a 
partially involuted thymus with en- 
larged Hassell's corpuscles. The asso- 
ciation of defective thymus or thyroid 
with an abnormal epidermis is of 
interest because all three structures 
are of ectodermal origin. 

Only in the most recent report have 
biochemical studies of the skin been 
diseussed"; Baden and Goldsmith ' 
demonstrated an abnormal stratum 
corneum x-ray diffraction pattern 
consistent with a relative increase in 
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B-keratin, a partially unfolded type of 
keratin normally present in small 
amounts in epidermis. A similar anal- 
ysis of this infant's stratum corneum 
was completely normal, an indieation 
that the primary biochemical defect 
must not have resided in a-keratin. 
Histologically, the skin we exam- 
ined differed substantially from that 
described by Craig et al. They found 
the granular layer to be essentially 
normal, as has been reported in many 
previous cases.**'^ In our case, abnor- 
malities similar to those mentioned in 
several earlier reports were present, 
ie, parakeratosis with thinning of the 
granular and Malpighian layers.*'^* 
Defects in lipid metabolism of the 
epidermis have been implicated in 
various forms of ichthyosis, including 
that associated with the administra- 
tion of cholesterol-lowering drugs,'*'* 
essential fatty acid deficiency," and 
Refsum's syndrome. In this last 
disease, the altered epidermis con- 
tains liposomes composed exclusively 
of saturated fatty acids in the form of 
cholesterol esters and triglycerides 
primarily esterified to phytanie acid. 
These lipids are located in liposomes 
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Stratum Corneum Lipids 


Patient, Laboratory Normal, 
Lipids mg/g Dry Weight mg/g Dry Weight 
Cholesterol 17.2 (8.296 esterified) Varies 
Campesterol 0.05 Varies 
Unknown 0.27 Varies 


Triglycerides 32 0.75-2.0 









in the lower epidermal strata and are 
not evident in the horny layer. In 
Refsum's syndrome, as well as in 
drug-induced ichthyosis, parakerato- 
sis, reduction in the granular layer, 
and thinning of the epidermis may be 
found. Lipid droplets may be present 
in the epidermal cells in various forms 
of ichthyosis, although they are not 
prominent. The precise relationship 
between keratinization and epidermal 
lipid metabolism has not been eluci- 
dated, but the esterification of choles- 
terol is believed to be closely linked to 
maturation of epidermal cells.” 

The apparent absence of keratino- 
somes in the epidermis may well be 
related to the pathogenesis of the 
disease. These organelles contain high 
concentrations of both cholesterol and 
phospholipids, and they deposit their 
contents outside the cell at the junc- 
tion of the granular and horny layers 
of the epidermis.**** At this stage in 
keratinization, a prominent glycolipid 
layer forms between horny cells and 
contributes to the lipid- and glycolip- 
id-rich intercellular substance postu- 
lated to regulate transepidermal wa- 
ter loss and percutaneous penetra- 
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tion.” These organelles have not been 


purified, and their exact function is — 


unknown. However, they are abun- 
dant in other hyperproliferative epi- 
dermal states and are greatly in- 
creased in lamellar ichthyosis.” This 
finding alone would seem to exclude 
the diagnosis of classical lamellar 
ichthyosis in the patient we exam- 
ined. 

The extreme elevation of both 
cholesterol and triglyceride levels in 
the stratum corneum accounts for the 
positive Fettrot stain results and the 
vacuolar appearance of the stratum 
corneum under the electron micro- 
scope. The quantitative lipid values in 
the Table are considerably higher 
than those reported for scales in 
lamellar ichthyosis or psoriasis." 

We have described a form of 
congenital ichthyosis that was asso- 
ciated with the harlequin phenotype, 
but with a prolonged life span; 
a-keratin was structurally normal. 
Histologically, there was extensive 
parakeratosis with lipid inclusions and 
autophagic vacuoles in the epidermis; 
no keratinosomes were seen. Biochem- 
ically, an abnormality in epidermal 
lipid metabolism was evident. 
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Apoerine Cystadenoma 


An Ultrastructural Study 


Medhat Omar Hassan, MD, PhD; Mushtaq Ahmad Khan, MD; Thomas V. Kruse, MD 


è An apocrine cystadenoma was exam- 
ined with the electron microscope. Two 
types of cells were identified: secretory 
cells and basal (myoepithelial) cells. The 
secretory cells showed abundant gran- 
ules that had the features of lipid droplets. 
The lumen of the cyst contained frag- 
ments of cytoplasm that appeared to be 
detached from the apical portions of the 
secretory cells. This feature suggests an 
apocrine type of secretory mechanism 
involving decapitation of the apical parts 
of the cells. A merocrine type of secretion 
was also seen. The basal myoepithelial 
cells showed abundant cytoplasmic fila- 
ments, most of which appeared to be 
tonofilaments. These cells had fewer 
myofilaments than those seen in normal 
apocrine gland cells. Annulate lamellae 
were not seen in this case. 

(Arch Dermatol 115:194-200, 1979) 


pocrine cystadenoma generally oc- 
curs as a solitary benign cystic 
structure on the face or genitals. It is 
a benign lesion derived from the 
secretory portion of apocrine sweat 
glands. To our knowledge, the only 
electron microscopic description of 
this lesion was published by Gross in 
1965.' We describe the ultrastructure 
of a lesion from a patient with multi- 
ple apocrine cystadenomas. Some of 
our findings are different from those 
previously reported. 
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REPORT OF A CASE 


A 55-year-old man had multiple soft 
cystic structures on his face and ears. 
Clinical examination showed about 40 pale- 
blue lesions of different sizes. One lesion 
was excised and bisected. One half was 
placed in 40% formaldehyde solution for 
routine histologic studies. The remaining 
part was minced into fragments of 1 cu 
mm for electron microscopic studies. It was 
fixed in buffered paraformaldehyde solu- 
tion for two hours, washed, and postfixed 
in a 2% solution of osmium tetroxide. The 
tissue was then dehydrated in alcohol and 
embedded in plastic resin. One-micron- 
thick sections were cut with glass knives 
and stained with toluidine blue for light 
microscope orientation. Suitable areas 
were selected for electron microscopy. 
Ultrathin sections were cut with a diamond 
knife, stained with uranyl acetate and lead 
hydroxide, and examined with an electron 
microscope (RCA-EMU 3H). 


RESULTS 


The histologic features of the lesion 
were characteristic of an apocrine 
cystadenoma. The deep part of the 
dermis showed a unilocular cystic 
structure lined by tall columnar secre- 
tory cells with granular eosinophilic 
cytoplasm, and basally located nuclei. 
Diastase-resistant PAS-positive gran- 
ules were seen in the apical parts of 
most cells. This part of the cell was 
enlarged to form a dome-shaped 
structure that appeared to be pinched 
off the cell (Fig 1). The secretory cells 
were often separated from the un- 
derlying stroma by an incomplete 
layer of basal cells. The latter showed 
dark nuclei and were devoid of secre- 
tory granules. 

Electron microscopic examination 
showed two distinct types of cells: the 
secretory cells delimiting the lumen, 
and the basal cells arranged in a 
discontinuous layer along the basal 
lamina. The secretory cells were 
columnar and showed large basal 


nuclei and occasional prominent nu- 
cleoli. The luminal part of the cell 
membrane showed well-developed mi- 
crovilli (Fig 2 and 3). The ultrastruc- 
ture of the cytoplasmic organelles 
indicated considerable secretory activ- 
ity. The endoplasmic reticulum was 
highly developed. In some cells, it 
appeared as parallel arrays of mem- 
branes covered by ribosomes on their 
outer surfaces (Fig 3 and 4), but in 
most cells it consisted of vesicles and 
vacuoles of variable sizes. Golgi appa- 
ratus was readily seen in the perinu- 
clear regions of most cells. Mitochon- 
dria showed the usual double-layered 
limiting membrane. The cristae were 
obscured by the increased matrix 
density (Fig 3). Secretory granules 
were seen in almost all the cells (Fig 
4). They were more abundant in the 
apical part of the cell between the 
nucleus and the luminal cell mem- 
brane. They had uniform size, al- 
though smaller granules were seen in 
the Golgi zone. Most granules were 
seen in the cisternae of endoplasmic 
reticulum or free within the cell. They 
showed moderate density and a uni- 
form internal structure (Fig 4). In 
some cells, the secretory granules 
were seen within vesicles in the apical 
portion of the cell. Occasionally, the 


membrane of these vesicles appeared . 


to fuse with the luminal plasma 
membrane and subsequently the 
granules were discharged into the 
lumen (Fig 5). A very prominent 
feature of this lesion was the presence 
of apical caps over the free surfaces of 
the cells. These consisted of dome- 
shaped portions of the cytoplasm that 
projected into the lumen (Fig 6) and 


contained a large number of secretory . 


granules as well as numerous vesicles 
and vacuoles. These vesicles seemed to 
originate in the Golgi zone. The caps 


were separated from the rest of the’ 
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Fig 1.—Light micrograph of tumor embed- 
ded in plastic resin (Spurr). One-micron 
section shows cyst wall lined by secretory 
cells containing dark granules. Apical 
parts of cells are swollen and appear to be 
pinched off cell (arrow). Basal layer of 
myoepithelial cells is seen (toluidine blue, 
original magnification x 63). 





Fig 2.—Low magnification electron micrograph showing secretory cells with microvilli and basal myoepithelial cells 
(MY). Basement membrane (arrow) is seen in lower part of picture (original magnification x 6,520). 
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cell by a dividing horizontal mem- 
brane that appeared to arise from the 
lateral cell margin and to fuse with a 
similar membrane on the opposite 
margin (Fig 6 and 7). In some areas, 
the lumen showed detached frag- 
ments of the cytoplasm that appeared 
to be pinched-off fragments of apical 
cytoplasmic caps. These areas showed 
a residual portion of the dividing 
membrane underneath the cell mem- 
brane (Fig 8). The separated caps 
contained secretory granules, cyto- 
plasmic vesicles, and few mitochon- 
dria, but they were devoid of nuclei. 
The basal cells were located be- 
tween the secretory cells and the base- 
ment membrane (Fig 2). They had 
large nuclei that were frequently 
convoluted. These cells differed nota- 
bly from the secretory cells. The endo- 
plasmic reticulum, cytoplasmic vacu- 
oles, and secretory granules, so promi- 
nent in the secretory cells, were not 
seen in the basal cells. However, a 
very characteristic feature of these 
cells was the presence of abundant 
cytoplasmic filaments (Fig 9). These 
were randomly distributed in the cell, 
but were most noticeable in the peri- 
nuclear region and in that part of the 
cell between the nucleus and the base- 
ment membrane. Focal fusiform den- 
sities were also seen in this area. 


COMMENT 


Although there have been several 
ultrastructural studies on the morpho- 
logic features of apocrine sweat 
glands,’ few reports have described 
the ultrastructure of neoplasms aris- 
ing from these glands. Only one publi- 
cation’ has dealt with the fine struc- 
ture of the tumor we describe in this 
report—the apocrine cystadenoma. 
The histologic features of this lesion 
are quite characteristic. The tall 
columnar cells with basal nuclei and 
pinched-off cytoplasmic projections 
allow easy recognition of this tumor. 
This feature, which is believed to be 
characteristic of apocrine glands, has 
been reported in previous histologic 
descriptions of this lesion'^ and was a 
very prominent finding in our case. 

In the only published report on the 
fine structure of an apocrine cystade- 
noma, Gross' found that the lesion 
differed qualitatively and quantita- 
tively from normal apocrine cells. The 
mitochondria were larger, more nu- 
merous, and their cristae showed 
abnormal configurations. The secreto- 
ry granules were more abundant, but 
showed decreased density. Annulate 
lamellae, relatively inconspicuous in 
normal apocrine cells, were present in 
almost every cell of this tumor. 
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Fig 3.—Higher magnification of secretory cells to show microvilli (MV), well-developed 
Golgi apparatus (G), vacuoles of endoplasmic reticulum (ER), and occasional filaments 
(F). Note that mitochondria (M) show increased density (original magnification 


x 14,400). 


While our case showed features of 
secretory activity similar to that 
described by Gross, some of our find- 
ings differed from the observations he 
reported. The secretory granules not- 
ed in our case had a homogeneous 
uniform structure and they lacked the 
vesieular pattern and myelin figures 
characteristic of lysosomes. 

Studies on the ultrastructure of 
normal apocrine glands*^*: show two 
types of secretory granules: small 
light granules of uniform density, and 
large granules of variable size and 
heterogeneous density. The small 


granules are believed to be modified 
mitochondria. The large granules have 
some of the morphologic and histo- 
chemical features of lysosomes and 
appear to be formed in the region of 
the Golgi apparatus or smooth endo- 
plasmic reticulum‘ 

The mode of release of the secretory 
products of apocrine glands continues 
to be a controversial subject. The 
formation of apical caps and the occa- 
sional presence of detached cellular 
fragments into the lumen suggest 
that cell decapitation is the essential 
mechanism in the release of secretion 
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Fig 4.—Apical part of secretory cells showing abundant secretory granules (SG). 
Note uniform density of granules (original magnification Xx 9,900). 


Fig 5.—Merocrine secretion in luminal part of secretory cell. Vesicles (V) containing secretory 
granules are seen. One vesicle (arrow) is discharging its granule in lumen (original magnifica- 
tion x 16,000). 
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Fig 6.—Apocrine secretion. Apical cap containing large granules is seen. Note that dividing 
membrane (arrows) is beginning to form (original magnification x 6,520). 


Fig 7.—Apocrine secretion. Dividing membrane separates cap from rest of cell. Note 
small granules in Golgi (G) zone (original magnification x 10,400). 
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Fig 8.—Apocrine secretion. Apical cap is completely separated from cell. Note residual part of 
dividing membrane (arrow) below cell membrane (original magnification x 16,000). 


Fig 9.—High magnification of basal myoepithelial cells to show abundant tonofilaments (T). Myofilaments 
with dense zones (arrow) are seen near basement membrane (original magnification x 34,000). 
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products. While this mechanism was 
denied by some investigators*'" who 
believe that it is an artifact of tissue- 
processing, others believe that it takes 
place under certain circumstances in 
normal apocrine glands.*?* The recent 
study by Schaumburg-Lever and Lev- 
er" has demonstrated clearly that the 
apocrine type of secretion takes place 
in human axillary apocrine glands. 
These authors described the different 
stages of secretion starting from the 
development of apical cytoplasmic 
caps, followed by the formation of a 
dividing membrane at the base of the 
cap. This was followed by the forma- 
tion of tubules above the dividing 
membrane that fused together and 
resulted in the separation of the cap. 
In addition to this apocrine mecha- 
nism, they also described a merocrine 
type of secretion in which vesicles 
containing granular material ap- 
peared to fuse with the luminal cell 
membrane, resulting in discharging 
their content into the lumen. A holo- 
crine type was also observed in which 
disintegration of the secretory cells 
was seen. 

The secretory aspects of the apo- 
crine cystadenoma described herein 
showed some differences from those 
seen in normal apocrine glands. We 
have not been able to demonstrate the 
small secretory granules described by 
other authors and believed to be 
modified mitochondria." However, 
we noted that the mitochondria in our 
case showed increased matrix density. 
It is possible that these dense mito- 
chondria may correspond to the small 
granules reported by others. However, 
our study did not show transition 
stages between mitochondria and se- 
cretory products. This is in agreement 
with the observations of Hibbs? and 
Montagna and Parakkal." The gran- 
ules seen in our case correspond to the 
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large secretion granules seen in 
normal apocrine glands. They ap- 
peared to be formed in the Golgi area 
and were seen in the lumen of the 
cisternae of the endoplasmic reticu- 
lum. They differed from those seen in 
normal glands by having uniform 
density and by the lack of the vesicu- 
lar structures characteristic of lyso- 
somes. Morphologically, they were 
similar to lipid droplets. The de- 
creased density of the secretory gran- 
ules in our case has also been reported 
in the only study of this lesion by 
Gross. ' 

The mechanism of release of the 
secretory products in apocrine cystad- 
enoma is identical to that reported by 
Schaumburg-Lever and Lever" in 
normal apocrine glands. Our illustra- 
tions demonstrated two types of 
secretion mechanism: (1) an apocrine 
type in which an apical cap was 
formed (Fig 6) followed by the forma- 
tion of a dividing membrane at the 
base of the cap (Fig 7), and finally the 
separation of the apical cap from the 
rest of the cell (Fig 8); after the cap 
separated, the cell membrane ap- 
peared to restore its continuity above 
the dividing membrane; and (2) a 
merocrine type of secretion in which 
the membranes of the secretory vesi- 
cles fused with the luminal cell 
membrane and subsequently, the con- 
tents of the vesicles were discharged 
into the lumen (Fig 5). 

We have not been able to find annu- 
late lamellae in our case. These 
membranous structures were very 
abundant in the case reported by 
Gross. They were first described in 
the sea urchin oocytes by Afzelius." 
Although more frequently seen in 
rapidly growing cells such as em- 
bryonic and germ cells,’ they have 
also been reported in adult somatic 
cells.^ Their precise function is not 
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clear, but they are believed to play 
some role in the transfer of genetic 
information from the cell nucleus to 
the eytoplasm.'* There is no evidence 
that they participate in the formation 
or excretion of cell products. While 
observed in normal apocrine glands by 


Gross, other investigators did not 


report their presence.’ 

The basal cells seen in our case 
between the secretory cells and the 
basement membrane correspond in 
location to the myoepithelial cells seen 
in sweat glands, mammary glands, 
and salivary glands." The focal areas 
of density characteristic of the fila- 
ments in the myoepithelial cells of 


these glands were seen only rarely. 


However, most of the filaments seen 
in this case appeared to be tonofila- 
ments. Ozzello* thought that under 
certain circumstances myoepithelial 
cells in the breast may show only few 
contractile filaments. He suggested 
that such “indeterminate” cells may 
represent transition forms between 
myoepithelial cells and epithelial cells. 
Similar observations were reported by 
Hibbs” in his study of sweat glands. 
The basal cells in our case did not show 
all the typical features of myoepithe- 
lial cells and they lacked the secretory 
activity of epithelial cells. Therefore, 
it is possible that at least some of 
these basal cells may be indetermi- 
nate cells. However, the concept that 
myoepithelial cells can develop into 
secretory cells is controversial. We 
believe that the basal cells seen in this 
case showed some features of myoepi- 
thelium, but differed from their coun- 
terparts in normal sweat glands by 
the paucity of contractile fibrils and 
the abundance of tonofilaments. 
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Generalized Malignant 


Acanthosis Nigricans 


George R. Mikhail, MD; D’Anne M. Fachnie, MD; 
Bruce H. Drukker, MD; Riad Farah, MD; Hubert M. Allen, MD 


è We report a case of generalized 
malignant acanthosis nigricans (AN) sec- 
ondary to metastasizing squamous cell 
carcinoma of the cervix uteri. The disease 
initially manifested in the perineum as 
condyloma acuminatum-like lesions. Sub- 
sequently, most of the cutaneous surface 
and the mucosa of the vulva, mouth, 
tongue, and the palpebral conjunctiva 
became involved. The association of AN 
with a squamous cell carcinoma is rare, 
and conjunctival involvement is unusual. 

(Arch Dermatol 115:201-202, 1979) 





Accepted for publication Aug 28, 1978. 

From the Departments of Dermatology (Drs 
Mikhail and Fachnie), Obstetrics and Gynecology 
(Dr Drukker), Urology (Dr Farah), and General 
Surgery (Dr Allen), Henry Ford Hospital, 
Detroit. 

Reprint requests to Department of Dermatolo- 
gy, Henry Ford Hospital, 2799 W Grand Blvd, 
Detroit, MI 48202 (Dr Mikhail). 





Fig 1.—Papillomatous and verrucous le- 
sions involving perineum, intergluteal 
cleft, and inner aspects of thighs. 
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Iu and Janovsky independ- 
ently reported the first two cases 
of acanthosis nigricans (AN) in 1890.1" 
Each of the patients had a malignant 
internal tumor. Curth? has classified 
AN into benign and malignant forms 
and has described pseudo-AN. A 
review of 208 cases of malignant AN 
showed that the cancer originated in 
the abdomen in 91% of the cases. 
Gastric carcinoma occurred in 64%, 


. while 27% were carcinomas of other 


abdominal organs (liver, gallbladder, 
intestines, rectum, uterus, and ova- 
ries). Nonabdominal tumors, mostly of 
the breast and the lung, were found in 
only 9% of the cases.*° The patient 
described herein is an example of 
generalized malignant AN. The der- 
matosis appeared first in the perineal 
region as large, condyloma acumina- 
tum-like lesions, unlike the finely 
verrucous, velvety plaques that are 
characteristic of AN. The underlying 
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malignancy was a squamous cell carci- 
noma of the cervix, and the palpebral 
conjunctiva was affected. 


REPORT OF A CASE 


A 58-year old woman was admitted to 
Henry Ford Hospital in September 1972 
for removal of multiple condylomata 
acuminata of the perineum. She was 
referred to the Department of Dermatolo- 
gy in February 1973 because of increase 
and spread of the verrucae. On examina- 
tion, the perineal region was covered with 
large papillomatous growths and smaller, 
confluent, verrucous lesions extending to 
the vulva, anus, gluteal cleft, and the inner 
aspects of the upper part of the thighs (Fig 
1). The remainder of the skin was normal. 
The lesions did not respond to topical 
administration of podophyllum resin and 
continued to progress. A biopsy specimen 
showed hyperkeratosis and papillomatosis 
without acanthosis, findings that are char- 
acteristic of AN (Fig 2). By 1974, the 
process had extended to the axillae, the 
inframammary regions, and the neck. 


K1 -1 i ? 


Fig 2.—Biopsy specimen from vulva shows hyperkeratosis and papillomatosis without 


acanthosis—characteristic of acanthosis nigricans (hematoxylin-eosin, original magnifi- 


cation x 250). 
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Fig 3.—Cobblestone-like papillomatosis of 
lips. 


These sites exhibited the characteristic 
hyperpigmented, ^ verrucous, velvety 
plaques of AN. The palms and soles were 
hyperkeratotic, and the tongue was swollen 
and had a scrotal configuration. The 
vermilion border of the lips had a cobble- 
stone appearance (Fig 3). The histologic 
pieture was identical to that of the vulva. 
The skin of the face had become hyperpig- 
mented and diffusely verrucous, and 
seborrheic keratosis-like papillomatous le- 
sions were present in the nasolabial folds 
(Fig 4). The eyelid margins were covered 
with erythematous, edematous papules 
that caused severe pruritus and photopho- 
bia (Fig 4). A biopsy specimen from one of 
these lesions showed nonkeratinizing pap- 
illomatosis. Sections stained with alcian 
blue at pH 2.5 and with PAS after diastase 
digestion demonstrated the mucinous gob- 
let cells of the conjunctiva. The patient was 
then hospitalized for examination to rule 
out the presence of an underlying malig- 
nant process. A cauliflower-like mass in the 
left upper third of the vagina and a 5-cm 
cystic lesion in the lower part of the recto- 
vaginal septum were discovered. About the 
time of removal of the vaginal mass, multi- 
ple papillary growths of the urinary blad- 
der were also found. Histologic examina- 
tion showed squamous cell carcinoma of the 
vagina and transitional cell carcinoma of 
the bladder. Iliac and para-aortic lymph 
node involvement was detected by lym- 
phangiography, and radiotherapy was sub- 
sequently instituted. Other laboratory 
studies, including an upper gastrointesti- 
nal series, liver scan, chest x-ray films, 
peripheral blood smear, and automated 
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Fig 4.—Papillomatosis of eyelid margins, 
eyelids, and nasolabial fold. 


blood chemistry profile (Hycel-17) showed 
normal findings. Melphalan (Alkeran) 
therapy was begun in February 1975. By 
November of the same year, a dramatic 
improvement of the skin lesions had 
occurred (Fig 5). Follow-up lymphangio- 
grams in January 1976 showed improve- 
ment of the pelvic nodes, and the mass in 
the rectovaginal septum was no longer 
palpable. This remission lasted until early 
in 1977. Left hydronephrosis and hydroure- 
ter due to pressure by a metastatic mass in 
the left iliac fossa were detected in April 
1977. Treatment with intravenous adminis- 
tration of fluorouracil was initiated in 
August 1977. The plasma carcinoembryonic 
antigen (CEA) value was monitored 
monthly, and showed a steady rise from a 
level of 48 units in July to 102 units in 
September (normal, — 2.5). The patient 
declined further chemotherapy in Novem- 
ber. When she was rehospitalized in 
December because of cachexia, the lesions 
of AN were again prominent at all previous 
sites, and there were multiple pulmonary 
metastases. Her condition deteriorated 
rapidly, and she died in January 1978. 
Autopsy showed a primary squamous cell 
carcinoma of the cervix uteri with exten- 
sion and metastases to the uterus, the soft 
tissues of the pelvis, the peritoneum, the 
lumbar vertebrae, the lungs, and the 
mediastinal and para-aortic lymph nodes. 


COMMENT 


According to Curth's original study, 
all of the tumors associated with 
malignant AN were adenocarcino- 
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Fig 5.—Eyelids and nasolabiai fold during 
remission. 


mas.” Later studies showed that the 
incidence of malignant AN with a 
squamous cell carcinoma was rare,- 
Mucosal lesions of AN have occurred 
in the vagina, the mouth, and the 
anus.'' In addition to the oral and 
labial lesions, our patient had papillo- 
matous lesions of the palpebral con- 
junctiva. 

The history and clinical findings in 
this patient illustrate many of the 
features of malignant AN. The pro- 
gressive course of the dermatosis and 
its correlation with the spread of the 
underlying malignancy, together with 
the extensive mucosal changes, are 
characteristic of malignant AN. How- 
ever, the onset of the dermatosis as 
condylomatous lesions of the peri- 
neum and the involvement of the 
palpebral conjunctiva were unusual 
manifestations. Improvement of the 
cutaneous and mucous membrane 
lesions occurred when there was a 
favorable response of the carcinoma 
to chemotherapy or surgery. The 
outcome in this case demonstrates the 
serious prognostic implications of AN 
when associated with an internal 
malignancy. 
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Occurrence in a Patient With Psoriasis 
After Topical, Systemic, and PUVA Therapy 


Dominic W. Tam, MD; Eugene J. Van Scott, MD; Frederick Urbach, MD 


è Multiple lesions of Bowen’s disease 
and squamous cell carcinoma on the 
penis and pubic areas developed in a 
32-year-old patient with psoriasis who 
was undergoing treatment with psoralen 
and long-wave ultraviolet radiation 
(PUVA). A cumulative dose of more than 
3,700 joules/sq cm of UVA had been 
administered over a three-year period. 
This case may be an early warning of 
possible carcinogenicity of PUVA therapy, 
alone or as part of sequential therapy with 
other agents. 

(Arch Dermatol 115:203-204, 1979) 


Paneera consisting of 
psoralen followed by long-wave 
ultraviolet radiation exposure 
(PUVA) has now been used in the 
treatment of psoriasis,” vitiligo,* my- 
cosis fungoides, and eezema? for 
several years. Theoretical risks from 
such therapy have included possible 
skin carcinogenesis. Actual risk of this 
has not been established because of 
the long latency period that is charac- 
teristic of cancer development in man. 
Therefore, early clinical detection of 
possible PUV A-related carcinogenesis 
is important. We present here a 
patient with psoriasis treated inten- 
sively with PUVA for three years in 
whom multiple lesions of Bowen's 
disease and squamous cell carcinoma 
developed on the penis and pubic 
areas. This case has been reported to 
the Oral Methoxsalen Photochemo- 


e therapy Cooperative Clinical Trial 


Group in Boston. 


REPORT OF A CASE 


A 32-year-old, swarthy complexioned, 
circumcised man was first seen by us in 
1974 with a history of psoriasis of more 
than 12 years' duration. Psoriasis had 
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started as localized lesions, and treatment 
at that time included topical and oral 
administration of corticosteroids. For a 
short period, he was given a trial of grenz 
ray treatments to several plaques of the 
scalp, back, and extremities. As his disease 
worsened, he received aminopterin sodium 
and, subsequently, methotrexate periodi- 
cally for two to three years. He was also 
given hydroxyurea for a brief period. 
Formulations containing tar, together with 
ultraviolet light and anthralin, were used 
for about one year. He never had arthritis 
or arthralgia. 

He was first hospitalized in 1969 at 
Graduate Hospital in Philadelphia for 
generalized psoriasis and was treated with 
topieal applieations of corticosteroids un- 
der occlusive dressings. He was again 
hospitalized in 1971 at Philadelphia Gener- 
al Hospital for similar therapy. In June 
1971, he traveled to Vienna for treatment 
with an oral preparation of vitamin A that 
was administered for about four weeks, 
following which the psoriasis improved. 
Upon return to the United States he 
continued taking the vitamin A, but 
required occasional doses of methotrexate 
to maintain the improved state. After one 
year, an exacerbation occurred and he 
resumed topical treatment with corticoste- 
roids under occlusion, which he adminis- 
tered himself until 1974, when his psoriasis 
became more severe and generalized. 

No family history of psoriasis is known. 
There was a history of moderate ethyl 
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Fig 1.—Tumors on shaft of penis (top) and 
pubic area (bottom). 
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alcohol consumption prior to and during 


methotrexate therapy. 

The patient was admitted to Temple 
University Hospital on Oct 15, 1974. Physi- 
cal examination showed the patient to have 
generalized erythroderma, profuse scaling, 
nail pitting, and subungual hyperkeratosis. 
Chest x-ray films, ECG, complete blood cell 
count, urinalysis, serum electrolytes, leu- 
cine amino peptidase, lactic dehydrogen- 
ase, and SGPT values were normal. The 
blood glucose level was 153 mg/dl; partial 
thromboplastin time was normal, but 
prothrombin time was prolonged at 14.2 
min (control, 11.5 min). The alkaline phos- 
phatase level was elevated at 212 mU/ml 
(normal, 30 to 85 mU/ml), and the SGOT 
level was 52 mU/ml (normal, up to 40 
mU /ml). Total bilirubin concentration was 
initially 2.2 mg/dl but on a second test was 
1.2 mg/dl (direct, 0.2 mg; indirect, 1.0 
mg/dl). Test results for Australian antigen 
were negative. A sulfobromophthalein so- 
dium retention test was found to be 
impaired at 9.6% in 45 minutes (normal, 5% 
or less). 

A liver biopsy specimen showed “ma- 
cronodular cirrhosis, etiology unknown," 
perhaps secondary to methotrexate, vita- 
min A, or ethyl alcohol intake, or a combi- 
nation thereof. The patient improved on 
topical corticosteroid therapy with occlu- 
sion and was discharged on Nov 4, 1974. 
After discharge, he continued treatment 
with topical therapy, but generalized dis- 
abling exfoliation could be prevented only 
with intramuscular doses of methotrexate, 
25 mg, every two to four weeks. 

In January 1975, he sustained compres- 
sion fractures of both tenth thoracic and 
first lumbar vertebrae, probably secondary 
to corticosteroid-induced osteoporosis, and 
was readmitted to Temple University 
Hospital in February 1975. Attempts to 
control his psoriatic lesions with nonste- 
roidal topical preparations were not suc- 
cessful and minimal control was achieved 
only with intramuscular methotrexate in- 
jections every seven to ten days. Because 
of the seriousness of his disease and the 
availability of PUVA therapy at Massachu- 
setts General Hospital, he was transferred 
there on April 4, 1975. 

In Boston, he received 50 mg of methox- 
salen followed in two hours by UVA radia- 
tion three to four times weekly with 
substantial improvement. At the time of 
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Fig 2.—Bowenoid squamous cell carcinoma to mid-dermal levels (hematoxylin-eosin, left 
and center original magnification x 40). Right, Keratin pearls (hematoxylin-eosin, 


original magnification x 140). 


his return to Philadelphia in July 1975, each 
treatment consisted of about 14.5 joules/sq 
em. Total cumulative dose was 200 to 300 
joules/sq cm. He continued to take methox- 
salen, 40 to 50 mg two hours before sun 
exposure for one- to two-hour periods three 
times weekly during July through October 
1975, prior to the availability of PUVA at 
our institution. 

His PUVA therapy was resumed in Octo- 
ber with a standup phototherapy unit 
consisting of 64 fluorescent lamps and a 
builtin UV meter for monitoring the 
intensity of UV radiation. Beginning with 


7.5 joules/sq em, the exposure was slowly 


increased to 24 joules/sq cm per treatment 
three times weekly. Maintenance therapy 
consisted of 19 to 20 joules/sq cm three 
times weekly until September 1976, 16 
joules/sq em twice weekly until December 
1976, and 13 joules/sq cm twice weekly 
until March 1978. Cumulative dosage 
from PUVA therapy totaled 3,700 joules/ 
sq em, apart from the three months of 
sunbathing after oral ingestion of methox- 
salen. In the fall of 1976, he developed 
hypomelanotic patches on the abdomen 
and the extensor aspects of the forearms, 
which showed a histological picture consis- 
tent with vitiligo. In addition, biopsy spec- 
imens of uninvolved buttock skin at that 
time showed substantial changes of solar 
elastosis. Nevertheless, this therapy was 
associated with considerable control of the 
psoriasis and sustained dark pigmentation 
of the skin. 

In March 1978, a 1-cm diameter erythem- 
atous ulcerated nodule that gave him mini- 
mal discomfort was detected on the pubic 
area, among other psoriatic plaques. Two 
smaller 4- to 6-mm, dome-shaped, firm 
nodules, of which the patient had been 
unaware, were found on the dorsal and 
lateral shaft of the penis, and a psoriasi- 
form plaque on the preputial area was 
noted to be slightly indurated. Excision 
biopsies were performed. All four lesions 
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were found histologically to be Bowen's 
disease, two showing squamous cell carci- 
noma invading to mid-dermal levels. Clini- 
cal and histopathologic illustrations are 
presented in Fig 1 and 2. 

Bowenoid changes in the epidermis 
extended to the margins of excised speci- 
mens from two sites. These areas are being 
treated topically with fluorouracil. 


COMMENT 


Several aspects of this case should 
be emphasized. First, the dosage of 
more than 3,700 joules/sq cm of UVA 
in combination with methoxsalen is 
much higher than that received by 
most PUVA patients to date. Second, 
the cancerous lesions erupted quite 
precipitously. Third, there is no histo- 
ry of known exposure to arsenic, nor 
to ionizing radiation to the genitalia. 
Finally, multiple lesions occurred in 
sites uneommonly developing skin 
cancer. 

Skin cancer in an odd location in a 
circumcised young man of dark com- 
plexion who received intensive whole 
body therapy with a relatively high 
dose of PUVA within a three-year 
interval brings into focus the question 
of possible carcinogenicity of this 
therapy. 

Possible contributory carcinogenic 
roles of other agents in this case (cor- 
ticosteroids, coal tar, folic acid antag- 
onists, hydroxyurea, and a retinoid) 
cannot be ignored nor discounted. It is 
conceivable that one or more of these 
could have predisposed this patient to 
develop a malignant neoplasm, with 
PUVA playing no meaningful role at 
all. However, in our experience this 
kind of complication has not been 


observed as commonly as one would 
expect in view of the great number of 
patients with severe psoriasis Eiven 
such treatment. Alternatively, if 
PUVA did contribute to the develop- 
ment of skin cancer in this case in any 
way, one would be concerned inas- 
much as many psoriatic patients pres- 
ently receiving PUVA therapy have 
been treated earlier with one or more 
of these agents. Certainly the emer- 
gence of cutaneous neoplasms in this 
case has been temporally if not causal- 
ly associated with PUVA. 

Choice of therapy for this patient is 
now a dilemma for him and his physi- 
cians because only methotrexate, cor- 
ticosteroids, or PUVA has provided 
improvement sufficient for ambula- 
tion and gainful daily activities. Other 
alternatives do not exist. He has 
elected to continue PUVA therapy for 
a time, covering the genitalia during 
UVA exposures, on the chance that 
the episode of cutaneous carcinogene- 
sis was a one-time occurrence in a 
particular area. 

If PUVA therapy has indeed pro- 
voked the neoplastic lesions in this 
patient within such a short period, this 
case must be regarded as an early 
warning. It seems advisable that 
PUVA therapy be used as conserva- 
tively as possible for highly selected 
patients, and that such patients be 
monitored closely in the months and 
years ahead. 


Nonproprietary Names and 
Trademarks of Drugs 


Methoxsalen—8-MOP, Oxsoralen. 
Hydroxyurea— Hyd rea. 


The phototherapy unit, model CCT, with a 
built-in UV meter, model IL 442A, manufactured 
by International Light Co, was supplied by GTE 
Sylvania. 
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Angiolymphoid Hyperplasia 
With Eosinophilia 


MAJ Ronald Grimwood, MC, USA; James M. Swinehart, MD; COL John L. Aeling, MC, USA 


è Angiolymphoid hyperplasia with eo- 
:sinophilia (AHE) is a distinct clinical and 
pathologic entity that demonstrates prolif- 
eration of endothelial cells associated 
with varying degrees of lymphocytic, 
histiocytic, and eosinophilic infiltration. 
Lymphoid hyperplasia with germinal cen- 
ters often is present in older lesions and 
the patients may have an associated 
blood eosinophilia. Multiple deep nodules 
developed in a young man on the palmar 
aspect of the left hand, and subsequently 
the forehead, histologically diagnostic of 
AHE. Direct immunofluorescence of the 
tumor removed from the forehead demon- 
strated granular deposits of IgA, IgM, and 
C3 associated with small vessels. Cryo- 
globulins (IgA, IgM, and IgG) were found 
in the patient's serum. This new informa- 
tion lends support to the hypothesis that 
AHE is an inflammatory reactive lesion, 
possibly secondary to an immunologic 
injury, rather than a true vascular neo- 
plasm with an associated inflammatory 
reaction. 

(Arch Dermatol 115:205-207, 1979) 


AE ToN hyperplasia with eo- 
sinophilia (AHE) is a rare dis- 
ease characterized clinically by soli- 
tary or multiple subcutaneous or 
dermal nodules, localized mainly to 
the scalp and face. The disease was 
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first described by Kimura et al in 
1948.' The first report in the English 
Literature was by Wells and Whims- 
ter in 1969, with the introduction of 
the term "subcutaneous angiolym- 
phoid hyperplasia with eosinophilia." 
They described nine patients, aged 19 
to 43 years, with one or more lesions 
ranging from 1 to 10 cm in diameter, 
occurring on the head and neck. The 
patients demonstrated a peripheral 
eosinophilia with no evidence of 
systemic involvement. There have 
been reports of subsequent cases by 
Wilson-Jones and Bleehan,; Kandil, 
Mehregan and Shapiro; Reed and 
Terazakis,® with the consensus of 
these studies being that the cases 
represent a distinct entity with char- 
acteristic histopathologic findings. 
The histology includes prominent en- 
dothelial cell proliferation, infiltration 
with eosinophils, reticulin formation, 
lymphoreticular hyperplasia, which, as 
the lesions age, often demonstrate 
lymphoid follicles. Many of the endo- 
thelial cells demonstrate cytoplasmic 
vacuoles. 


REPORT OF A CASE 


A 24-year-old man was seen in February 
1977 because of a history of multiple deep 
nodules of the palmar aspect of the left 
hand that had been increasing in size over 
an eight-month period (Fig 1). A complete 
physical examination showed normal find- 
ings with no evidence of enlargement of 
lymph nodes, liver, or spleen. A chest x-ray 
film and multiple analyses of serum 
yielded negative findings with a normal 
complete blood cell count except for an 
eosinophilia of 34% with a total WBC count 
of 10,000/cu mm. During the initial evalua- 
tion of this patient’s condition, an arterio- 
gram (Fig 2) was performed demonstrat- 
ing vascular lesions involving both ulnar 
and radial sides of the index finger, the 
thumb, and the radial side of the middle 
finger (Fig 3). The radial artery of the 
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middle finger and both digital arteries of 
the index finger had to be excised. The 
histopathologic diagnosis of these lesions 
was AHE. 

The patient returned in June 1977 
because of recurrence of the nodules in the 
left hand and the development of a new 
subcutaneous nodule over the left side of 
the forehead, present for three weeks, 
whieh was firm and movable. Excisional 
biopsy specimens indicated that both 
lesions were AHE, with the specimen from 
the left side of the forehead bisected and 
sent for direct immunofluorescent studies. 
At this time the patient's complete blood 
cell count disclosed an eosinophil count of 
35% with a WBC count of 11,000/cu mm. 
Cryoglobulins, a Clq binding assay, and 
immunoglobulins were drawn at this 
time. 


MATERIALS AND METHODS 


Tissue from the hand masses were fixed 
in a 3.776 formaldehyde solution and 
stained with hematoxylin-eosin. The lesion 
on the forehead was bisected, with one 
specimen fixed in a 3.7% formaldehyde 
solution and stained with hematoxylin- 
eosin. The other specimen was frozen in 
liquid nitrogen and maintained at —70 °C 
for immunofluorescent studies. 


Isolation of Cryoglobulins 


At the time of the initial clinical labora- 
tory examination, a blood sample was 
allowed to clot at 37 °C for one hour, and 
the serum was separated. The serum was 
centrifuged repeatedly at 20 °C to assure 
the absence of RBCs. Cryoprecipitates 
were obtained by refrigeration of the fresh 
serum at 4 °C for seven days. After sepa- 
ration by centrifugation in a refrigerated 
centrifuge at 4 °C, precipitates were 
washed approximately ten times by centri- 
fugation at 4 °C with 50 mL of cold phos- 
phate-buffered saline (PBS), pH 7.4.7 
Serum proteins were shown to be absent in 
the concentrated final wash by immunodif- 
fusion against goat antiserum to human 
albumin and fibrinogen. Cryoglobulins 
were suspended in 0.5 mL of 0.05 M barbi- 
tal buffer, pH 8.3. The solubility of the 
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Fig 1.—Large subcutaneous mass on radi- 
al side of palm (left hand) and nodule on 
distal aspect of index finger. 
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Fig 2.—Vascular lesions involving index Fig 3.—Tumor involving both ulnar and 
and middle fingers. radial sides of index finger, thumb, and 
radial side of middle finger (left hand). 


Fig 4.—Vascular proliferation with both 
mature and immature vessels with lym- 
phoid follicle proliferation (hematoxylin- 
eosin, original magnification x 43). 


Fig 5.—Higher magnification of atypical 
capillaries lined by plump endothelial cells 
(hematoxylin-eosin, original magnification 
x 500). 





Fig 6.—Medium-sized artery with vascular 
proliferation involving adventitia and me- 
dia (hematoxylin-eosin, original magnifica- 
tion x 63). 


Fig 7.—Medium-sized artery with granular 
deposits of IgM in walls of small vessels 
near center of lesion (direct immunoflu- 
orescence, original magnification x 63). 
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cryoglobulins in the buffer, though incom- 
plete, was greater than in PBS. 

Total protein was determined by the 
Folin-Lowry - method.  Cryoprecipitable 
IgA, IgM, and IgG were assayed by radial 
immunodiffusion using low-level anti- 
immunoglobulin plates (Kallestad). 


C1q Binding Assay 


Clq was isolated from normal human 
serum,** labeled with '*?I," and reacted 
with the test serum. Separation of free 
from complex-bound '?I-Cl1q was achieved 
by selective precipitation with polyethyl- 
ene glycol The procedure was also 
performed reacting '?I-Clq with the test 
serum and 20% trichloroacetic acid. Clq 
binding activity (Clq binding assay) was 
calculated as percent of '*I-Clq precipi- 
tated. The sample was tested in duplicate. 
Clq binding assay was measured in more 
than 100 apparently healthy age- and sex- 
matched subjects. The mean binding 
obtained was 8.8% + 2.7%. The mean and 2 
SD was 14.7%. In this laboratory a Clq 
binding activity greater than 15% is 
considered abnormal. 


Immunofluorescence 


Direct immunofluorescent staining of 
the biopsy specimen was performed using 
monospecific fluorescein-conjugated anti- 
sera to IgG, IgA, IgM, and C3. Immuno- 
fluorescence was interpreted indepen- 
dently by two observers and read on a scale 
of 0 to 4+. Molar ratios of fluorescein to 
protein for these conjugated antisera were 
3.2 (IgG), 3.5 (IgA), 3.0 (IgM), and 2.3 
(C3). 

The cryostat tissue sections of 4 u each 
were air dried before being overlaid for 30 
minutes with an antiserum in a humidified 
chamber at room temperature. Sections 
were washed with phosphate-buffered sa- 
line, pH 7.4, for ten minutes after the 
application of each antiserum. Specimens 
were viewed with a microscope equipped 
with a quartz-halogen bulb and using a 
BG-12 primary filter and a 0-53 light 
yellow secondary figure. 


RESULTS 


The light microscopic findings in 
the lesion taken from the hand 
demonstrated vascular proliferation 
with both mature and immature 
vessels and lymphoid follicle forma- 


1. Kimura T, Yoshimura S, Ishikawa E: 
Unusual granulation combined with hyperplastic 
change of lymphatic tissue. Trans Soc Pathol 
Japan 37:179, 1948. 

2. Wells GC, Whimster IW: Subcutaneous 
angiolymphoid hyperplasia with eosinophilia. Br 
J Dermatol 81:1-15, 1969. 

3. Wilson-Jones E, Bleehan SS: Inflammatory 
angiomatous nodules with abnormal blood vessels 
occurring about the ears and scalp (pseudo or 
atypical pyogenic granuloma). Br J Dermatol 
81:804-816, 1969. 

4. Kandil E: Dermal angiolymphoid hyperpla- 
sia with eosinophilia versus pseudopyogenic 
granuloma. Br J Dermatol 83:405-408, 1970. 
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tion (Fig 4). The immature vessels 
were lined by generally plump endo- 
thelial cells with convoluted nuclei and 
large cytoplasmic vacuoles. The vascu- 
lar structures were surrounded by a 
cellular infiltrate consisting of lym- 
phocytes, histiocytes, numerous eosin- 
ophils, and some mast cells (Fig 5). 
The biopsy specimen taken from the 
forehead was similar except that 
there was no lymphoid follicle forma- 
tion. A medium-sized artery was 
involved, with the vascular prolifer- 
ation involving the adventitia and 
media (Fig 6). 

Direct immunofluorescence demon- 
strated granular deposits of IgA, IgM, 
and C3 (all graded 3--/4) that were 
found associated with many of the 
small vessels near the center of the 
lesion (Fig 7). The Clq binding was 
6.1% (normal, < 15%) with serum 
levels as follows: IgG, 1,900 ug/dL; 
IgA, 360 ug/dL; and IgM, 140 ug/dL. 
Cryoprotein was 1.33 mg/dL of the 
original serum, with normals being 
zero. Cryoimmunoglobulins demon- 
strated the following values: IgG, 
0.216 mg; IgA, 0.110 mg; and IgM, 
0.058 mg/dL of the original serum. 


COMMENT 


The occurrence of AHE in the hand 
is unusual. Usually, papular and nodu- 
lar lesions involve the head and neck. 
Previous studies have neither included 
immunofluorescence study results nor 
reported the presence of cryoglobu- 
lins. Histologically, abnormal vascular 
proliferation due to the growth of 
endothelial cells is the common de- 
nominator for all these lesions." This 
case demonstrates that, in younger 
lesions, one may not find lymphoid 
follicles; whereas the older lesion, 
present for eight months, did demon- 
strate all the histologic features asso- 
ciated with AHE. Other studies* 5? 
have demonstrated similar findings 
and have shown that the more devel- 
oped lesions had a greater inflamma- 
tory response with a tendency to form 
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organized lymphoid follicles. Mehre- 
gan and Shapiro? reported two cases 
that demonstrated an arteritis involv- 
ing vessels with external diameters of 
] mm. Our case showed arteritis 
involving a vessel on the forehead as 
well as several vessels of the left hand. 
These vessels had to be excised to 
remove the tumor. 

The present case demonstrated 
granular deposits of IgA, IgM, and C3 
associated with many of the small 
vessels in the center of the lesion 
taken from the forehead. The patient 
also had circulatory eryoimmunoglo- 
bulins (IgG, IgM, and IgA). The mech- 
anism of the vascular proliferation 
may be an inflammatory process, a 
neoplastic process, or a combination of 
both. Wolff et al" speculate that AHE 
represents a benign vascular neo- 
plasm with a concomitant inflamma- 
tory cell infiltrate. Castro and Winkel- 
mann’? have suggested that benign 
tumors of cutaneous angioplasia with 
inflammation represent the response 
of the basic vascular cell to inflamma- 
tion or proliferative stimulation. The 
possibility exists that the immuno- 
reactants and complement demon- 
strated in this case represent leakage 
into the lesion from a damaged vessel 
rather than an immune complex 
disease. Recently, we have studied 
several cases of pyogenic granuloma 
using immunofluorescent techniques 
and have not demonstrated immuno- 
globulins or complement in this vascu- 
lar proliferative neoplasm. Our find- 
ings of deposited immunoglobulins 
and circulating cryoglobulins of the 
same class lends support to the hypo- 
thesis that AHE is an inflammatory 
reactive lesion possibly secondary to 
an immunologic injury rather than a 
true vascular neoplasm with an asso- 
ciated inflammatory reaction. 
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Cryofibrinogenemia, 


Monoclonal Gammopathy, and Purpura 


Report of a Case and Review of the Literature 


Sandy Martin, MD 


€ A patient with purpura, acral blisters, 
and ulcerations was evaluated and found 
to have cryofibrinogenemia and an IgG x 
light chain monoclonal gammopathy. No 
other systemic illness was found. The 
overall incidence of significant cryofi- 
brinogenemia in hospitalized patients is 
3%. Four categories of secondary cryofi- 
brinogenemia include neoplastic, throm- 
botic, infectious, and miscellaneous dis- 
orders. The patient described was not 
easily classified. This case is probably 
best considered primary or idiopathic 
cryofibrinogenemia. 

(Arch Dermatol 115:208-211, 1979) 


DM A aas are pathologie pro- 
cesses associated with, or pro- 
duced by, the cold. They include 
various disease states associated with 
the production of cryoglobulins or 
eryofibrinogens, cold agglutinins, cold 
hemolysins, connective tissue-vascular 
disorders associated with Raynaud’s 
disease, and others. Cryofibrinogen- 
emia refers to the presence in the 
blood of an abnormal cold precipitable 
protein, which in most cases is indis- 
tinguishable from fibrinogen. Charac- 
teristically, this protein solubilizes 
with warming of the cooled plasma. 
Clinically, cryofibrinogenemia may or 
may not be associated with symptoms 
of cold sensitivity.’ 

I describe a patient with the hereto- 
fore undescribed association of cryofi- 
brinogenemia with peripheral ulcera- 
tions and a “benign” monoclonal 
gammopathy. The possible relation- 
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ships between these laboratory abnor- 
malities and the patient’s clinical 
disease is discussed. 


REPORT OF A CASE 


A 43-year-old man came to the hospital 
emergency room complaining of two days 
of fever, chills, and weakness. He had been 
healthy and employed until two weeks 
prior to admission, when he noted a soli- 


tary painless "blister" on the dorsolateral ` 


aspect of his right foot. After seeing a 
private physician who prescribed an anti- 
biotic, the patient noted more blisters on 
both feet, involving predominantly the toes 
and soles. The blisters were initially pain- 
less, but became painful after they broke 
down and became purulent. His work 
required steel-toed safety shoes and long 
hours of standing. However, he continued 
working until he could barely hobble and 
had become febrile. 

Past medical history revealed no notable 
medical or dermatological illnesses or 
hospitalizations. He specifically denied any 
history of blistering, joint pains, diabetes, 
sickle cell disease, Raynaud’s phenomenon 
or cold sensitivity, peripheral vascular 
symptoms, or constitutional symptoms 
(malaise, fever, weight loss, etc). He 
reported no exposure to chemicals, contac- 
tants, immersion, or cold, although the 
winter was cooler than usual in the Hous- 
ton area (average minimum 5 °C during 
the month prior to admission). He denied 
having taken any medications except an 
occasional aspirin or a mixture of monoba- 
sic calcium phosphate, aspirin, sodium 
bicarbonate, and citric acid (Alka-Seltzer). 
Family history was unremarkable. He 
reported a limited alcohol intake, but none 
within the previous two months. 

Physical examination on admission re- 
vealed a man in no acute distress. Vital 
signs were as follows: temperature, 40 °C; 
pulse rate, 110 beats per minute and regu- 
lar; blood pressure, 100/60 mm Hg; respira- 
tions, 18/min. Head and neck examination 
showed pale conjunctivas, muddy scleras 
without icterus, and poor dentition. There 


were no pathologic findings-on funduscopy. 
The chest was hyperexpanded and there 
were some scattered dry rhonchi heard in 
both lung fields. There were no cardiac 
murmurs. The abdomen was muscular 
without organomegaly or masses. Rectal 
examination showed normal findings. Pe- 
ripheral pulses were bounding throughout, 
including both dorsalis pedi and posterior 
tibialis. Examination of the skin revealed a 
2 X 4-em tense blister on a noninflamed 
base on the left knee. Most of the toes had 
purpura on the distal areas (Fig 1). There 
was a superficial erosion that extended 
from the ankle to the knee on the lateral 
part of the left leg, with remnants of a 
broken blister roof at the borders (Fig 2). 
On both soles, there were several large 
deep ulcerations with heaped-up violaceous 
borders (Fig 3). The center of the ulcera- 
tions had a thickly adherent brownish- 
black necrotic membrane. The feet were 
warm, and there was 2+ pitting edema to 
the middle of the calf bilaterally. The 
nonulcerated skin of the soles seemed to be 
peculiarly separated from the underlying 
subeutaneous tissue. There were no signif- 
icant cutaneous lesions other than those 
described, and there were no mucosal 
lesions. 

Clinical findings on admission were 
purpura, peripheral ulcerations, and blis- 
ters. Diagnoses considered included cryo- 
proteinemia, hemoglobinopathy, bullous 
lichen planus, bullous lupus erythematosus, 
and pyoderma gangrenosum. 


Laboratory Studies 


The hemoglobin and hematocrit values 
were 10.9 g/dl and 33.8%, respectively. The 
peripheral smear and indices were hypo- 
chromic and microcytic. The WBC count 
was 12,500/cu mm with a shift to the left. 
There were a few atypical lymphocytes. 
Examination of platelets, serum electro- 
lytes, and serum glucose showed normal 
values. Serum iron value was 30 ug/dl, and 
total iron binding capacity was 60 ug/dl. 
Other values included the following: serum 
alkaline phosphatase, 226 IU (normal, 30 to 
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85); SGOT, 241 IU (normal, 7 to 40); SGPT, 
208 IU (normal, 0 to 40); lactic dehydrogen- 
ase (LDH), 595 IU (normal, 100 to 225); and 
ESR, 55 mm/hr. Australia antigen test, 
serologic tests for syphilis, rheumatoid 
factor test, antinuclear antibody test, and 
lupus erythematosus cell preparation were 
all negative. Cryoglobulin determination 
was negative on two different occasions. 
Renal function was normal, and the 
urinalysis showed one to ten RBCs per 
high-power field, but no proteinuria or 
casts. Bone marrow aspirate and biopsy 
specimen revealed a mild plasmacytosis of 
6.5%, with no tumor cells or granuloma. 
Hemoglobin electrophoresis revealed the 
presence of sickle trait. Cryofibrinogens 
were positive at 4 °C evaluated at 48 hours. 
The “cryocrit” reading was 8%. 

There was no roentgenographic evidence 
of multiple myeloma or tumor in the chest 
x-ray films, flat plate of the abdomen, skull 
long bone x-ray films, upper 
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large blister. 


gastrointestinal tract, barium enema, or 
intravenous pyelogram. The radionuclide 
liver-spleen scan showed normal findngs. 

The intermediate-strength PPD test was 
negative. Blood, urine, and blister fluid 
cultures were sterile. Culture of exudate 
from the plantar ulcerations yielded Staph- 
ylococcus aureus and a species of both 
Serratia and Proteus. No fungal growth 
occurred. Histologic examination of the 
knee lesion showed a subepidermal blister 
with necrosis of the epidermis. The dermal 
vasculature appeared normal. 

Serum protein electrophoresis showed a 
homogeneous monoclonal spike in the 
cathodal part of the y region (Fig 4). Agar 
gel immunoelectrophoresis demonstrated 
the "M" spike to be of IgG K specificity 
(Fig 5). Bence-Jones protein was not found 
in the urine. 

Blood collected from the patient into a 
glass tube eontaining citrate was immedi- 
ately centrifuged. The plasma was sepa- 


Fig 1.—Toes of left foot showing distal purpura and blistering. 





Fig 2.—Ulceration of lateral part of left calf; initially a 


Fig 3.—Deep ulceration of sole of foot. 


rated and stored in a refrigerator at 4 °C. 
After 24 to 36 hours, a dense white precip- 
itate formed. With minimal warming, the 
precipitate redissolved into the plasma. 
The precipitate was isolated by centrifuga- 
tion and washed with cold normal saline for 
further analysis. 

Electrophoresis of the precipitate 
showed a homogeneous band migrating in 
the fibrinogen region. Immunoelectrophor- 
esis against antifibrinogen showed a pre- 
cipitin reaction. Electrophoresis of the 
patient’s plasma showed a prominent but 
normal fibrinogen peak. 


HOSPITAL COURSE 


The patient was treated with intrave- 
nously administered antibiotics until he 
was afebrile; oral therapy was then 
initiated. When all objective evidence of 
infection had subsided, there were still 
daily afternoon temperature spikes to 
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Fig 4.—Plasma protein electrophoresis 
showing normal but prominent fibrinogen 
peak and monoclonal spike in cathodal y 
region. 


39 °C for several weeks. The skin lesions 
were treated with wet-to-dry soaks, whirl- 
pool therapy, elevation, and debridement. 
With this treatment, the initially superfi- 
cial erosion of the part of the left lateral 
leg eventually became a deep ulceration, 
but showed no evidence of secondary infec- 
tion to account for this in-hospital progres- 
sion. After four to six weeks, the skin 
lesions showed evidence of healing, and the 
hematuria and liver function abnormalities 
disappeared. The cryofibrinogen titer 
slowly decreased until it was no longer 
measurable (eight weeks). The patient has 
had successful split-thickness skin grafts. 


COMMENT 


In addition to the clinical findings 
of purpura, uleerations, and blisters, 
this case demonstrated an interesting 
constellation of laboratory abnormali- 
ties. These include cryofibrinogen- 
emia, IgG x light chain monoclonal 
gammopathy, elevated a,-globulins, 
and anemia. At the onset of the 
illness, there were abnormal liver 


function and hematuria, both of which 


resolved. The patient has two identifi- 
able pathologic processes: eryofibrino- 
gens and a monoclonal gammopathy. 
Several questions arise. Are the 
patient's clinieal manifestations re- 
lated to the cryoproteins or to the 
paraproteins, to both, or perhaps to 
neither? For example, cryofibrinogens 
may cause disease by obstructing 
vasculature and causing stasis and 
thrombosis. Alternatively,  vaso- 
active peptides may be released, caus- 
ing vasospasm. Paraproteins may be 
involved in immune complex forma- 
tion, leading to disruption of vessels. 
Either of these oversimplified expla- 
nations could explain the patient's 
cutaneous disease, liver function ab- 
normalities, and hematuria. However, 
the biopsy specimen did not reveal 
either proteinaceous material plug- 
ging vessels or leukocytoclasis, the 
hallmark of immune complex dam- 
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Fig 5.—Agar gel immunoelectrophoresis showing serum with prominent IgG and xk 
precipitin lines. Plasma shows prominent fibrinogen band. Single asterisk, patient's 
plasma; double asterisk, patient's serum; K, kappa; L, lambda. 


age. Of course, a negative biopsy 
specimen does not rule out the possi- 
bility of immune complex disease. 

This case may represent cryofibrin- 
ogenemia with a "reactive" monoclon- 
al gammopathy that is secondary to 
this process. This is possible, although 
no reports of monoclonal gammopathy 
and cryofibrinogenemia could be 
found. 

Cryofibrinogenemia has not re- 
ceived as much attention in the medi- 
cal literature as cryoglobulinemia. Yet 
eryofibrinogens are not uncommon if 
looked for. For example, Smith and 
Arkin* screened 36,000 hospitalized 
patients and found an overall inci- 
dence of 3%; Kalbfleish and Bird* 
found that seven of 53 healthy medical 
students had a “trace” amount; 
McKee et al'® found that four of 135 
control patients had a “trace,” and 
that 28 of 665 hospitalized patients 
had substantial amounts (> 100 
mg/dl). Ritzman et al" found that of 
128 patients with serum positive for 
eryofibrinogen, there were eight pa- 
tients with levels greater than 5.1%. 

Cryofibrinogenemia may be pri- 
mary (idiopathic) or secondary. It 
appears convenient to divide major 
causes of secondary cryofibrinogen- 
emia into four categories: (1) neoplas- 
tic; (2) thrombotic; (3) infectious; (4) 
other. Neoplastic processes have in- 


cluded multiple myeloma, various car- 
cinomas (pulmonary, ovary, gastric, 
and especially prostate), leukemias, 
and fibrosarcomas.**** Thrombotic 
events such as myocardial infarction; 
stroke; obstruction of the iliac artery, 
femoral artery, or aorta; mesenteric 
artery thrombosis; renal artery 
thrombosis; and lower extremity gan- 
grene have been reported in associa- 
tion with cryofibrinogens.*'^^* Cryo- 
fibrinogens have been reported with 
severe infections, including rheumatic 
fever and subacute bacterial endocar- 
ditis, but some authors have not found 
statistical correlation at the 5% level 
compared with controls.?* Sporadic 
other associations such as with dia- 
betes mellitus, pseudotumor cerebri, 
pregnancy at term, use of oral contra- 
ceptives, various cutaneous diseases, 


and connective tissue-vascular dis-", 


eases have been noted.*:1%1!:15-18 
Primary cryofibrinogenemia is a 
nebulous disease, perhaps only indi- 
cating at best that an underlying 
disorder has not yet been discov- 
ered.*?^ However, fully evaluated 
patients with cryofibrinogens and 
eryopathy without an underlying dis- 
order have been described.?°:” š 
Frequent use of serum protein elec- 
trophoresis has provided much data 
about protein disturbance in various 
diseases. Most well known are the : 
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myelomas and macroglobulinemias, in 
which one sees a homogeneous "M" 
spike "migrating in the y-globulin 
region. Immunoelectrophoresis can 
determine the class of immunoglobu- 
lin responsible for the M spike, as well 
as which light chains are involved. 
There are cases of monoclonal 
gammopathies not associated with 
myeloma or macroglobulinemia. Mi- 
chaux and Heremans” divide the 
paraproteinemias into three types: (1) 
malignant monoclonal disorders such 
as myeloma; (2) monoclonal disorders 
secondary to other diseases, eg, malig- 
nancy, infections, autoimmune dis- 
ease, cirrhosis; and (3) benign para- 
proteinemias, either hereditary or 
sporadic. These authors considered 
the cause of the benign monoclonal 
gammopathy to be an escaped clone of 
immunoglobulin-producing cells with 
only limited autonomy. This implied 
the possibility of eventual evolution to 
complete autonomy ie, malignancy. 

It is possible that this might repre- 
sent a case of monoclonal gammopa- 
thy currently unassociated with overt 
myeloma (ie, limited autonomy), but 
destined to become myeloma. In such 
an instance, the cryofibrinogenemia 
might be secondary to the premyelo- 
matous gammopathy, fitting neatly 
into the first category (neoplastic) of 
the secondary cryofibrinogenemias. 
However, the spontaneous disappear- 
ance of the cryofibrinogens is evi- 
dence against this possibility. 

It is possible that both the cryofi- 
brinogens and the monoclonal gam- 
mopathy are markers for some occult 
process, such as malignancy or some 
other acute systemic insult (eg, infec- 
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tion) that occurred before the patient 
sought medical attention. Support for 
the possibility of some occult process 
is provided clinically in the form of 
practically daily temperature spikes 
without evident cause. In addition, 
in the series reported by McKee 
et al/^ every case of substantial 
eryofibrinogenemia was associated 
with a severe systemic disease. If an 
infectious insult was operant, then 
time alone should resolve both labora- 
tory abnormalities. (In Jager’s report, 
the patient with petechiae and skin 
necrosis showed clinical resolution 
with disappearance of the circulating 
eryofibrinogens.' The inciting insult 
was never determined.) 

It is interesting that the serum 
protein electrophoresis also shows an 
elevated a.-globulin level. This is most 
likely accounted for by a.-maeroglobu- 
lin, which is a proteinase inhibitor and 
is known to inhibit plasmin. The result 
of plasmin inhibition might be to 
allow the accumulation of eryofibrin- 
ogen complexes. In Smith and Arkin's 
series, eight of 11 randomly selected 
patients with cryofibrinogenemia also 
had elevated a.-globulin levels. This 
observation has yet to be explained. 

Critical attention to detail must be 
observed either when testing for cryo- 
fibrinogens in one's own practice, in a 
commercial laboratory, or in inter- 
preting reports of other's findings of 
eryofibrinogens. The reasons for this 
are twofold. It is apparent that anti- 
coagulated blood must be used to test 
for eryofibrinogens. However, it is not 
as obvious that the nature of the anti- 
coagulant used may influence the 
result.'^ A cryoprecipitate from hepa- 
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rinized plasma may mimic cryofibri- 
nogen.” Patients with a variety of 
acute illnesses may form a cryoprecip- 
itate with heparinized plasma not 
found when other anticoagulants are 
used. This precipitate may be fol- 
lowed during the course of the illness, 
more or less like any other acute- 
phase reactant,” but apparently is not 
the source of any disease, but is an 
indicator of it. Citrated plasma should 
not give a false reading. 

The second pitfall concerns the 
technique of collection of blood. Once 
drawn, the blood either must be imme- 
diately centrifuged or carefully kept 
warm at 37 °C. If it is not, there might 
be autoabsorption of cryofibrinogen 
by the RBCs as the blood cools. When 
subsequently centrifuged, the cryofi- 
brinogen is discarded with the RBCs, 
thus giving a false-low or false-nega- 
tive result. One may demonstrate this 
phenomenon by taking two samples of 
blood—one for immediate centrifuga- 
tion and one to sit several hours 
before processing. The rapidly pro- 
cessed specimen may have noticeable 
eryofibrinogen titer and the other 
specimen may be negative. 

The dermatologic literature reveals 
the most common clinical manifesta- 
tions of cryofibrinogenemia to be 
purpura and ecchymoses. Thrombotic 
events, unexplained bleeding, gan- 
grene, and ulcerations also occur. 
Acral blisters, as seen in the patient 
described herein, are uncommon, but 
are a very important cutaneous mani- 
festation of systemic disease. 
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Norwegian Scabies in Bloom's Synd 
Gary F. Dick, MD; Walter H. C. Burgdorf, MD; William C. Gentry, Jr, MD 
e Norwegian scabies is an unusual Minnesota Dermatology Clinie for evalua- sults of intradermal skin tests using histo- "^ 
Sarcoptes scabiei infestation. It has been tion of a pruritic, hyperkeratotic, crusted plasmin, PPD, Candida, streptokinase/ 
reported often in patients who are either eruption of three months’ duration. Ini- ^ streptodornase, and coccidioidin antigens 
severely debilitated or who have congen- tially he developed a pruritic eruption of were negative at 24 and 48 hours. A Schick 
ital or iatrogenic suppression of their the hands, genitalia, and trunk that was test gave positive results. Attempts to 
REE RE ESS SORES EM untreated. One month later, he incurred a culture peripheral lymphocytes for chromo- 
P : : P sunburn and had persistent erythema and some analysis failed on two occasions. 
rence of Noes es ores ina 13-year- — scaling of the upper part of the chest, ^ However, a third culture was successful 
old boy with Bloom's syndrome who had shoulders, nape, and ears. These areas were and showed 9.6 breaks per cell for the 65 
impaired humoral and cell-mediated im- treated with 0.1% triamcinolone acetonide ^ mitoses examined. 
munity. cream with little benefit. In fact, thickened 
(Arch Dermatol 115:212-213, 1979) scaling lesions began to develop most COMMENT 
prominently in the sunburned and steroid- In Norwegian scabies, hundreds of 
treated areas. All family members had had ites infest the skin and can be recov- 
pruritic skin lesions consistent with ordina- e 


ren or crusted scabies is an 
unusual skin infestation by the 
mite Sarcoptes scabiei, distinguished 
from the common form of scabies by 
the presence of remarkable hyper- 
keratotic lesions teeming with mites. 
It was first described in Norwegian 
lepers in 1848 by Danielssen and 
Boeck.' Cases have since been re- 
ported in a variety of clinical settings, 
usually involving chronically ill pa- 
tients.^' Down's syndrome patients 
have a high incidence of Norwegian 
scabies,^' although the reasons for 
this propensity are unclear. Immune 
deficient patients, such as those with 
lepromatous leprosy, and immune sup- 
pressed patients, usually following 
renal transplantation'^ also have de- 
veloped this peculiar eruption. Topical 
corticosteroid therapy can so alter the 
local host response that Norwegian 
scabies appears." We wish to add 
Bloom's syndrome to this list of immu- 
nodeficiencies in which Norweigian 
scabies may occur. 


REPORT OF A CASE 


A 13-year-old boy with Bloom’s syn- 
drome was referred to the University of 
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ry scabies. Furthermore, the patient's 
mother reported that there was an 
epidemie of scabies in the nursing home 
where she was employed. 

Examination of the skin showed an 
erythematous dermatitis with thick crusts 
and scales on the external ears, nape, 
shoulders, upper portion of the arms, and 
dorsa of the hands (Figs 1 and 2). There 
were excoriated, scaling papules about the 
umbilieus, on the foreskin, and within the 
fingerwebs. Erythema, telangiectasia, and 
dwarfism typical of Bloom's syndrome 
were prominent clinical features. There 
were no pigmentary abnormalities and the 
nails and hair were normal. 

Scrapings from both hyperkeratotic and 
papulovesicular lesions disclosed numerous 
mites. The patient was treated with 
gamma benzene hexachloride lotion ap- 
plied twice at an interval of one week and 
6% precipitated sulfur in petrolatum 
applied daily for three weeks. The patient 
failed to return for clinical reevaluation 
and immunologic investigation. 

However, during the course of previous 
hospitalizations, a number of immunologic 
studies had been done. These had shown 
normal values for serum protein electro- 
phoresis, serum complement, and quantita- 
tive serum IgG and IgA. Serum IgM values 
remained consistently low, with values of 
24, 51, and 58 mg/dL compared with 
normal values of 36 to 280 mg/dL. His 
cell-mediated immunity was examined 
more extensively. His lymphocytes failed 
to respond to phytohemagglutinin stimula- 
tion. He could not be sensitized to topical 
applications of dinitrochlorobenzene. Re- 





Fig 2.—Norwegian scabies lesions on 
shoulders. Note facies and telangiectasia 
of Bloom's syndrome. 





lesions of Norwegian 


Fig 1.—Crusted 
scabies arising on previously sunburned 
skin. 
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ered easily. This is in contrast to ordi- 
nary scabies where a small number of 
mites colonize the skin surface and are 
hard to find. It is believed that a large 
number of mites initially colonize a 
normal host, but that by the time 
clinical disease occurs some four 
weeks after the infestation, the host 
response has decreased the number of 
mites present. Both humoral and 
cellular immune responses to the 
scabies mite have been demon- 
strated.’ Orkin and Maibach* suggest 
that the clinical lesions and symp- 
toms of ordinary scabies develop as a 
result of these host immunological 
responses. Supporting this is the 
shorter incubation period and paucity 
of mites in scabetic reinfestation. 
Both the host's immune response 
and the character of his skin may be 
important in modifying his response 
to the scabies mite. While in many 
cases of Norwegian scabies the pa- 
tient's condition has been described as 
debilitated without a description of 
the patient's immunologic status, it 
may well be that either humoral or 
cell-mediated immunity or local cuta- 
neous factors were responsible for the 
unusual clinieal course. The appear- 
ance of Norwegian scabies in patients 
with iatrogenic immune suppression, 
such as renal transplant patients, and 
with natural deficiencies, such as 
lepromatous leprosy, supports this 
concept. Localized immunosuppres- 
sion, as produced by topical applica- 
tions of glucocorticosteroids, has been 
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associated with the appearance of 
Norwegian scabies." 

The nature of the host's skin may be 
important in permitting infestation 
with a multitude of organisms. In our 
patient, clinical lesions developed at 
sites that had been damaged by 
previous ultraviolet light exposure. 
Patients with Down's 
whose skin tends to be xerotic and 
hyperkeratotic, are prone to develop 
hypertrophic crusted lesions with sca- 
betic infestation. Regardless of immu- 
nological abnormalities, is the clinical 
appearance of Norwegian scabies in- 
fluenced by abnormalities of cuta- 
neous keratinization? 

Fain" has recently suggested a 
third factor in producing Norwegian 
scabies. While it has generally been 
believed that the same parasite causes 
ordinary and Norwegian scabies, he 
demonstrated a morphologic differ- 
ence in the mites recovered from 
patients with Norwegian scabies. 
These organisms had fewer cuticular 
scales on the dorsal and lateral 
surfaces of the venter of the female 
mite. We did not have an opportunity 
to search for these changes in our 
case. 

The epidemiology of our case is 
unclear. Often a patient with Norwe- 
gian scabies serves as the source for 
an epidemic of ordinary scabies.** 
However, we do not know if our 
patient's mother carried scabies into 
the nursing home where she worked or 
if she brought the mite into her family 


syndrome, 


from work. 

The clinieal appearance of Norwe- 
gian scabies results from an infesta- 
tion that is influenced by many 
factors, including host immunological 
status, host epidermal factors, and 
intrinsic features of the parasite. To 
understand the role of these variables 
better in the production of clinical 
disease, each of these factors should 
be evaluated in patients with Norwe- 
gian scabies. 
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Necrotic Skin Lesions Associated 
With Disseminated Candidiasis 


Thomas M. File, Jr, MD; Otilia A. Marina, MD; Franklin P. Flowers, MD 


€ A 69-year-old woman with Felty’s 
syndrome developed necrotic skin le- 
sions associated with disseminated Can- 
dida tropicalis infection. These lesions 
differed from the previously described 
erythematous macronodules of dissemi- 
nated candidiasis, although histologically 
there was a dermal infiltrate of yeast and 
pseudohyphae. Clinically, they resembled 
ecthyma gangrenosum associated with 
Pseudomonas septicemia. We believe 
candidiasis should be included in the 
differential diagnosis of large necrotic 
skin lesions in the compromised host. 

(Arch Dermatol 115:214-215, 1979) 


ecent reports have documented 
the occurrence of macronodular 
skin lesions associated with dissemi- 
nated candidiasis. We observed a 
patient whose initial manifestation of 
disseminated candidiasis was large 
necrotic skin lesions, suggesting 
another cutaneous form of this infec- 
tion. 


REPORT OF A CASE 


A 69-year-old woman with Felty’s syn- 
drome was admitted to the Intensive Care 
Unit of our hospital on Nov 10, 1977, with a 
diagnosis of septic shock. She was coma- 
tose, with a temperature of 40 °C; blood 
pressure, 70/0 mm Hg; pulse, 110 beats per 
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minute; and respirations, 48/min. The 
spleen was palpable 2 em below the left 
costal margin. Sharp volar subluxation and 
ulnar deviation of the fingers at the meta- 
carpophalangeal joints were noted bilater- 
ally. No loealized source of infection was 
evident. Initial laboratory data included a 
leukocyte count of 350/cu mm, with 12% 
neutrophils and 88% lymphocytes; hemo- 
globin level, 8.5 g/dl; and platelets, 
50,000/cu mm. Rheumatoid factor was 
positive at 1:1,280. Pseudomonas aerugino- 
sa was isolated from her blood. She 
required endotracheal ventilation, received 
inotropic agents and methylprednisolone, 


and was given carbenicillin disodium, 500 
mg/kg/day, and gentamicin sulfate, 4.5 
mg/kg/day, intravenously. 

Her clinical course improved, and by Nov 
16, she was afebrile, alert, and was 
removed from the Intensive Care Unit. A 
leukocyte count was 4,400/cu mm, with 81% 
neutrophils and 24,000 platelets. Carbeni- 
cillin therapy was discontinued on Nov 19. 
Prednisone, 40 mg daily by mouth, and 
gentamicin therapy was continued. 

On Nov 28, fever developed to a temper- 
ature of 40 °C. A leukocyte count was 
450/cu mm, with 72% neutrophils. Carbeni- 
cillin disodium, 500 mg/kg/day, and cefa- 


Left, Necrotic skin lesion on thigh, measures 3 x 5 cm. Right, Skin biopsy sample shows 
yeast and pseudohyphae within dermis (Gomori methenamine-silver original magnifica- 
tion x 480). 
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zolin sodium, 100 mg/kg/day, were begun 
intravenously, and the gentamicin was 
continued. Tender necrotic skin lesions 
measuring approximately 3 x 5 cm were 
noted on her left thigh and right arm. 
These necrotic areas were surrounded by a 
larger area of erythema; by Dec 3, each had 
developed a well-demarcated eschar with 
surrounding induration and erythema 
(Figure, left). Over the next several days, 
multiple nodules, approximately 0.5 cm in 
diameter, developed on her trunk and 
arms. Several punch biopsy specimens 
taken from the indurated borders of the 
necrotic skin lesions showed infiltration of 
the dermis with yeast and pseudohyphae 
(Figure, right). Culture of the skin biopsy 
samples, a bone marrow aspirate, urine, 
and multiple blood cultures obtained over 
48 hours showed growth of Candida tropi- 
calis. All cultures were negative for P 
aeruginosa. Carbenicillin, gentamicin, and 
cefazolin were discontinued, and flucyto- 
sine, 150 mg/kg/day by mouth, and 
amphotericin B, 1 mg intravenously, were 
initiated on Dec 3. Susceptibilities for the 
blood isolate of C tropicalis to amphoteri- 
cin B and flucytosine were determined in 
yeast-nitrogen-asparagine broth using a 
microtiter dilution method. The isolate was 
sensitive to amphotericin B but relatively 
resistant to flucytosine with minimal in- 
hibitory concentrations of 0.5 and 64 ug/ 
ml, respectively. Amphotericin B dosage 
was gradually increased to 1 mg/kg/day, 
and the flucytosine was discontinued. She 
became afebrile on Dec 12. A leukocyte 
count on Dec 15 was 3,500/cu mm, with 90% 


neutrophils. Several further blood cultures. 


and urine cultures were sterile. Serum 
antibodies to Candida, detected by latex 
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agglutination, were present in a titer of 
1:64 on Nov 30 and had decreased to 1:16 on 
Dec 10. By Dec 31, she had received a 15 
mg/kg total dose of amphotericin B and 
appeared to be improving. At this time 
cardiac arrest developed and the patient 
died. Permission for autopsy was not 
granted. 


COMMENT 


Disseminated candidiasis has be- 
come increasingly recognized among 
patients with compromised immune 
status. These infections are often 
difficult to diagnose early and blood 
cultures frequently have been nega- 
tive.’ Typical manifestations, such as 
endophthalmitis or skin lesions, can be 
helpful in establishing the diagnosis. 
Several factors known to predispose to 
disseminated candidiasis, and which 
were associated with our patient, 
include the presence of an underlying 
disease, neutropenia, and the use of 
broad-spectrum antibiotics and 
steroids.” * 

The necrotic skin lesions observed 
in our patient macroscopically resem- 
bled ecthyma gangrenosum, which is 
characteristic of Pseudomonas infec- 
tions and often manifests a central 
area of necrosis with raised, erythe- 
matous, indurated edges. Because of 
this a relapse of her Pseudomonas 
septicemia was suspected and antibio- 
ties were instituted directed toward 
this possibility. However, the results 
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of the subsequent cultures and the 
biopsy findings confirmed that C 
tropicalis was the cause. These skin 
lesions differed from the previously 
described cutaneous nodules of dis- 
seminated  candidiasis, which are i 
smaller (less than 1 cm in diameter) 
and nonnecrotic. Of interest, however, 
is the manifestation by our patient of 
the more typical nodular lesions of 
candidiasis shortly after the appear- 
ance of the necrotic lesions. 

The histological features of a biopsy 
specimen taken from the border of the 
necrotic skin lesions of our patient 
were similar to those previously 
described for the nodular lesions of 
disseminated candidiasis—consisting 
of an infiltration of the dermis with 
yeast and pseudohyphal forms charac- 
teristic of invasive candidiasis."* No 
organisms were found in the epider- 
mis. 

We conclude that disseminated can- 
didiasis should be considered in the 
differential diagnosis of large, necrot- 
ie skin lesions in the compromised 
host. 





Nonproprietary Names and 
Trademarks of Drugs E 


Gentamicin sulfate—Garamycin. 
Cefazolin sodium—A ncef. 
Amphotericin B—F'ungizone. 
Flucytosine—A ncobon. 


339, 1962. 

5. Dorff MD, Geimer NF, Rosenthal DR: Pseu- T 
domonas septicemia: Illustrated evolution of its Fy 
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soothing topical steroid is indicated, 
as in atopic dermatitis. 
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Description LIDEX-E cream 0.05% contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 6a, 9-difluoro-118, 16a, 17, 21-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 

24g x-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water- washable aqueous 
emollient base of steary! alcohol, cetyl 

| alcohol, mineral oil, propylene glycol, 

| sorbitan monostearate, polysorbate 60, 

! citric acid and purified water. 


$ Indications Inflammatory manifestations 
of corticosteroid-responsive dermatoses. 


i Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions If irritation develops, discontin- 
ue cream and institute appropriate therapy. 


1 In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 
has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX®-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 
Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX-E cream 0.05% — 15g. 
and 60g. tubes 
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treatment and reduce complications. AVEENO® BAR is 
your logical uncomplicator. 


e Soothing action from 50% (by weight) colloidal oatmeal. 
e Gentle cleansing — 100% soap-free. 


. * Helps restore normal skin pH — AVEENO? BAR is non- 
alkaline. 


Available in 3.2 oz. and 4.4 oz. bars. 


. Goper Cooper Laboratories, Inc., Wayne, New Jersey 07470 
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Effective treatment for all the corticosteroid-responsive Ing exacerbation of excoriations and possible secondary 
eczemas — atopic, contact, and others — preservative-free X infection. 
UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 
greater vasoconstrictor activity** than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- 
previously available betamethasone benzoate creams. ring in hairy areas. 

UTICORT CREAM is particularly useful for the itchy, crusty Although the results of the standardized vasoconstrictor assay Cannot be directly 
lesions of subacute eczema. UTICORT CREAM promptly re- equated with topical efficacy in dermatologic therapy, they appear to have defi- 


nite predictive value and correlate well with clinical efficacy 
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Need sound, clinically-oriented advice : 
on stubborn dermatological disorders? 


Mosby 


Here's proof... 


A New Book. ALLERGY: Principles and Practice. More than 
100 recognized authorities join forces in this new, two-volume 
presentation — the most clinically oriented, comprehensive resource 
available on allergy. The first oftwo major sections offers you a cogent 
review of basic science principles. Incisive clinical investigations of 
many specific disease entities follow in part two. Detailed, up-to-date, 
and thoroughly referenced chapters offer you practical advice on 
various clinically proven therapies. Surely, such a definitive title 
deserves a place in your professional library. Edited by Elliott 
Middleton, Jr., M.D.; Charles E. Reed, M D.; and Elliot F. Ellis, M.D.; with 
100 contributors. March, 1978. 1318 pp., in two volumes, 542 illus. 
Price, $85.00. 


New 4th Edition. DERMATOLOGY: Diagnosis and Treatment 
of Cutaneous Disorders. Designed to give you succinct, 
authoritative information on dermatologic disorders, this new edition 
reflects the most up-to-date methods in diagnosis and treatment. 
Greatly revised sections examine regional diagnosis and 
history/examination of the patient... analyze dermatological 
therapeutics and techniques . . . and present clinical applications 
for specific dermatological disease entities. A strong emphasis on 
regional and differential diagnosis makes this one of the most 
practical resources you can own. Why not see for yourself? Order 
your copy today! By William D. Stewart, M.D., F.R.C.P.; Julius L. Danto, 
M.D.; and Stuart Maddin, M.D. F.R.C.P.(C) December, 1978, 634 pp., 
277 illus. with 62 color plates. Price, $32.50. 


ALSO OF INTEREST... 


A New Book. AESTHETIC SURGERY: Trouble — How to 
Avoid It and How to Treat It. Edited by Eugene H. Courtiss, M.D., 
F.A.C.S.; with 24 contributors. August, 1978. 290 pp., 453 illus. Price, 
$38.95. 
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BSP 
Blackwell Scientific Publications 

New 3rd Edition. TEXTBOOK OF DERMATOLOGY. Through 
two successful editions, hosts of practitioners have depended on 
TEXTBOOK OF DERMATOLOGY for a definitive, systematic look at 
modern dermatology. This new edition continues in — and exceeds — 
that tradition. Completely revised and extensively rewritten, it 
incorporates new studies of newly-recognized disease entities. This 
is one reference that won't stay on your library shelf — order your own 
copy today! Edited by A. Rook, M.D., F.R.C.P.; D. S. Wilkinson, M.D., 
F.R.C.P.; and F. J. G. Ebling, D.Sc., Ph.D. 1979. Approx. 2,094 pp., in two 
volumes, 1,100 illus. About $198.00. 


For even faster service, or if coupon has been removed, CALL 
US! Dial toll free (800) 325-4177 ext. 10; in Missouri, call collect (314) 
872-8370 ext. 10 during regular business hours. 
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Yes! | want to inspect an on-approval copy of 
the book(s) l've checked below. 
— — ALLERGY, (3419-9) $85.00 
__ DERMATOLOGY, (4809-2) $32.50* 
— —. AESTHETIC SURGERY, (1060-5) $38.95 
— —— TEXTBOOK OF DERMATOLOGY 
(4162-4) $198.00* 


"Estimated price, subject to revision prior to publication 
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Whether you choose regular i 
AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE /HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 1096 urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 
And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


AQUACARE for “everyday” dry skin conditions. AQUACARE, 
with 2% urea, has the same exquisite moisturizing base as its higher potency 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 


oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARES looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 


compatibility with a great many useful dermatological preparations, both 
. AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


¥ pleasing base for your “tailor-made” prescriptions. 
Mild dry skin problems or severe, AQUACARE is one moisturizing product that really holds water. 
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Short Reports 


Vitiligo in a Black Population 


Sidney Barsky, MD; David Paul Knapp, MD; Mark Levine, MD; Shelly Schuller-Goldman, MD 


he incidence of anomalies asso- 

ciated with vitiligo has been vari- 
ously reported. Diabetes mellitus, per- 
nicious anemia, hyperthyroidism, hy- 
pothyroidism, and Addison’s disease 
have all been linked with vitiligo. The 
association of antithyroglobulin anti- 
bodies and antiparietal cell antibodies 
with vitiligo have added support to the 
theory of an autoimmune cause, as 
has the recent association of HLA 13 
with vitiligo and antithyroid antibod- 
ies. However, we were unaware of any 
study dealing exclusively with vitiligo 
in black patients. For this reason, we 
studied the black patients attending 
the vitiligo clinic at Cook County 
Hospital, Chicago, for any evidence of 
the previously mentioned conditions, 
including determination of antithyro- 
globulin and antiparietal cell antibod- 
ies. No patient was admitted to the 
study prior to being examined inde- 
pendently by three investigators. If 
there was any disagreement on the 
diagnosis, the patient was excluded 
from the study. 


Patients and Methods 


Fifty black patients were randomly 
selected from the vitiligo clinic using the 
criteria described. The duration of the 
disease varied from two months to 20 
years. Ages ranged from under 12 years to 
60 years; most patients were middle-aged. 
Each patient had complete blood cell counts 
and determinations of antiparietal cell 
antibody, antithyroglobulin antibody, 
triiodothyronine, thyroxine, two-hour post- 
prandial blood glucose levels, and a glucose 
tolerance test if the two-hour postprandial 
blood glucose level was abnormal or if there 
was any immediate or family history of 
diabetes mellitus. Thirty-five patients un- 
derwent typing of HLA antigens. 


From the Division of Dermatology, Cook Coun- 
ty Hospital, Chicago. 

Reprint requests to Division of Dermatology, 
Cook County Hospital, 1825 W Harrison, Chicago, 
IL 60612 (Dr Knapp). 
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Results 


No patients were found to have any 
of the previously mentioned diseases, 
and only one patient with positive 
antiparietal cell antibody was found. 
No association with HLA antibodies 
could be found. 


Comment 


There has been considerable con- 
troversy surrounding the cause of 
vitiligo. Contributing to this contro- 
versy is the lack of uniformity of 
opinion regarding its precise defini- 
tion, the term being used in a broad 
sense by some and in a restricted 
manner by others. Current opinion 
appears to favor an autoimmune basis 
for its cause. This is due to its associa- 
tion with diseases commonly regarded 
as having an autoimmune element 
and its association with antiparietal 
cell antibodies and antithyroglobulin 
antibodies."* The association of HLA 
13 with vitiligo patients with antithy- 
roid antibodies appeared to lend 
support to the theory of an autoim- 
mune cause." However, the histologic 
features of vitiligo include none of the 
changes that might be expected if 
immune processes took place within 
the lesions themselves. No inflamma- 
tion is present. The patients frequent- 
ly have antibodies against thyroid 
tissue, parietal cell, and other body 
tissues involved in autoimmune dis- 
eases. This is used as evidence that 
vitiligo is an autoimmune disease. It is 
generally accepted that the immune 
system has clearly been activated 
against some organs, even if not 
against the skin. 

Although perhaps not more common 
in black patients, vitiligo is certainly 
more easily recognized and more 
distressing. The vitiligo clinic at Cook 
County Hospital is largely composed 
of black patients. 

The incidence of other diseases 


associated with vitiligo has been vari- 
ously reported. Bor et al' and Grunnet 
et al^ reported the association of vitili- 
go with pernicious anemia as 3.2% and 
3.7%, respectively, while the incidence 
of diabetes mellitus ranged from 1.0% 
to 4.8% according to the studies done 
by Lerner, Bor et al, and Dawber.* 
Forsham’ reports that vitiligo is pres- 
ent in 15% of patients with Addison’s 
disease. Cunliffe et al’ stated that the 
incidence of hyperthyroidism with 
vitiligo was as high as 30%. The inci- 
dence of antiparietal cell antibodies 
with vitiligo has been reported as 
22.5% by Bor et al.' 

We found no notable association of 
vitiligo with other diseases or with the 
antibodies mentioned. We could not 
find an association between vitiligo 
and HLA type. 


Sarah Kochru, PhD, assisted in studying the 
HLA types of these patients. 
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Complicating Ulcerative Colitis 


Jeffrey P. Callen, MD 


utaneous manifestations of ulcera- 

tive colitis are a relatively com- 
mon occurrence, most often repre- 
sented by pyoderma gangrenosum or 
erythema nodosum.: Although pyo- 
derma gangrenosum may be a form of 
cutaneous vasculitis,’ study results to 
date are inconclusive.’ I am reporting 
a case of severe cutaneous necrosis 
with vasculitis in ulcerative colitis, 
that was successfully treated with 
corticosteroids. 


Report of a Case 


A 17-year-old adolescent was transferred 
to University Hospital in May 1973, with a 
one-week history of cramping abdominal 
pain and bloody diarrhea. Three years prior 
to this, he had been hospitalized with 
bloody diarrhea and similar abdominal 
pain. A diagnosis of gastroenteritis was 
made, and with bed rest the symptoms 
resolved. Three weeks prior to admission, 
he noted hematochezia with ten to 15 stools 
per day and three to four nocturnal stools. 
During the three-week period, he became 
anorectic and lost 6.75 kg. He was admitted 
to another hospital, with a diagnosis of 
ulcerative colitis. Prior to initiation of any 
drug therapy, a truncal erythematous rash 
was noted. The patient was begun on a 
regimen of dexamethasone (Decadron) and 
aspirin. A mixture of carbromal and pento- 
barbital sodium (Carbrital) was ordered if 
necessary for sleep, and the patient took 
one pill after the onset of his rash, but prior 
to his transfer to the University Hospital. 
During the day of admission, spread of the 
rash with hemorrhagic qualities was 
reported by the nursing staff. Cutaneous 
necrosis was beginning on the lower part 
of the back, and priapism was noted. The 
remainder of the history was unremark- 
able. 

Physical Examination.—The patient's vi- 
tal signs were markedly abnormal: temper- 
ature was 38.9 °C, and pulse was 120 beats 
per minute. A generalized truncal palpable 
purpurie rash was noted (Fig 1); an indu- 
rated black necrotie skin was present bilat- 
erally on the lower portions of the abdomen 
and back. Priapism was noted, but there 
were no skin changes on the penis. Rectal 
examination revealed massive hematoche- 
zia. No entrocutaneous fistulas were noted. 
The remainder of the physical examination 
results were normal. 

Sigmoidoscopic examination was per- 
formed on admission and showed a granu- 
lar friable mucosa with bleeding with mild 
pressure. Purpuric lesions similar to those 


From the Department of Dermatology, Uni- 
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on the skin were also noted. 

Laboratory Examination.-On admission 
the patient had a hematocrit reading of 
35%; WBC count of 11, 100/cu mm, with a 
normal differential; and a platelet count of 
215,000/cu mm. Electrolyte, creatinine, 
liver function, amylase, and coagulation 
study results were normal. Urinalysis 
disclosed 20 to 30 RBCs per high power 
field (HPF) and 2+ protein. 

The following day a repeated urinalysis 
revealed five to ten RBCs/HPF, 30 to 40 
WBC/HPF, and four to six casts per HPF 
with 1+ protein. Urine culture was nega- 
tive. Twenty-four-hour urine failed to 
show proteinuria. Creatinine clearance was 
normal. The following study results were 
also normal or negative: serum protein 
electrophoresis; hemoglobin electrophore- 
sis; eryoglobulins; cryofibrinogen; lupus 
erythematosus preparation; antinuclear 
factor; Australia. antigen and antibody; 
VDRL; rheumatoid factor; antistreptolysin 
O titer; febrile agglutinins; rickettsial anti- 
bodies; nitro blue tetrazolium test; total 
hemolytic complement; and immunoelec- 
trophoresis. 

Cultures of the blood, stool, urine, and 
spinal fluid were all negative for patho- 
gens. Stool was examined for ova and 
parasites on six occasions and was nega- 
tive. Barium enema was typical for ulcera- 
tive colitis with prominent rectal involve- 
ment. 

Review of the outside rectal biopsy spec- 
imen was consistent with acute ulcerative 
colitis. A colonic biopsy specimen showed 
fibrinopurulent exudate with crypt ab- 
cesses. The submucosa contained plasma 
cells, eosinophils, and polymorphonuclear 
leukocytes that surrounded the capillaries 
with leukocyteclasis. There was fibrinoid 
necrosis of vessel walls, and occasional 
vessels were filled with fibrin thrombi. The 
biopsy specimen was consistent with ulcer- 
ative colitis, with vascular changes sugges- 
tive of allergic angiitis. The vessel changes 
had not been present in the outside speci- 
men. A skin biopsy specimen of a purpuric 
area showed acute inflammation around 
dermal vessels with minimal leukocytocla- 
sis, but thrombi and hemorrhage were 
prominent (Fig 2). The biopsy specimen 
was interpreted as thrombotic purpura of 
unclassified type. 

Hospital  Course.-The patient was 
treated with 60 mg of prednisone per day 
in divided doses. After initiation of thera- 
py, no further cutaneous lesions appeared; 
however, severe necrosis led to full-thick- 
ness ulceration that granulated secondari- 
ly. The colitis failed to respond initially, 
and the patient required blood transfu- 
sions to replace blood loss from the bowel. 
With initiation of sulfasalazine therapy, 
(Azulfidine) the bowel became quiescent. 
The priapism slowly resolved after multi- 
ple drainage procedures, but left the 
patient partially impotent. The patient 





Fig 1.—Note generalized truncal palpable 
purpuric rash and indurated black necro- 
tic skin. 





Fig 2.—Skin biopsy specimen from purpur- 
ic area, showing acute inflammation 
around dermal vessels with minimal leu- 
koyctoclasis, but prominent thrombi and 
hemorrhage (hematoxylin-eosin, x 100). 


was discharged and the prednisone treat- 
ment was eventually tapered and discon- 
tinued. Sulfasalazine treatment was dis- 
continued about one year after the acute 
episode, and the patient remained asymp- 
tomatie, with the exception of occasional 
watery stools, for another year. 


Comment 


This patient has chronic ulcerative 
eolitis and sought treatment for a 
severe necrotizing vasculitis of the 
skin and bowel. Renal abnormalities 
were also observed, but were of minor 
importance. The diagnoses in this case 
were firmly established. Chronic ul- 
cerative colitis (CUC) was evidenced 
by the intermittent history of bloody 
diarrhea. Laboratory study results 
were all consistent with CUC, such as 
distal colonic involvement with typical 
changes on barium enema, typical 
sigmoidoscopy and colonoscopy, and 
colonie and rectal biopsy specimens 
that were most suggestive of CUC. 
Vasculitis was evident in the skin and 
colonie biopsy specimens. 

The presence of intestinal vasculitis 
is unusual and, to my knowledge, has 
not been reported in association with 
CUC. This patient had clinically 
purpuric lesions on the colonie mucosa - 
and evidence of allergic angiitis on 
biopsy, besides the changes of CUC. 

Several previous cases with cuta- 
neous findings similar to those seen in 
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our case have been reported. Wackers 
et al* described a patient with exten- 
sive cutaneous necrosis secondary to 
vaseulitis; however, skin biopsy had 
not been performed. Goldbarger and 
Kirsner? described a case with similar 
eutaneous lesions in which the diagno- 
sis of ulcerative colitis was found on 
autopsy. Recently Ball and Goldman* 
described a case of cutaneous necrosis 
owing to a cryofibrinogen, without 
evidence of vasculitis; however, the 
lesions in this case were a peripheral 
gangrene. 

The pathogenesis of the vasculitis 
and CUC may be similar or, possibly, 
the vasculitis may be secondary to 
circulating immune complexes of anti- 
colon antibodies. Possibly the severe 
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exacerbation of the bowel problem 
liberalized enough antigen to precipi- 
tate the vasculitis. The concurrence of 
these two conditions has been re- 
ported frequently enough to suggest a 
relationship beyond coincidence. 
Corticosteroid therapy was effec- 
tive in controlling the continued 
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appearance of the vasculitic lesions; 
however, little effect was noted on the 
bowel disease. There are no conclusive 
reports of the value of corticosteroid 
treatment in this type of vasculitis’; 
however, its rapid progression with 
severe cutaneous necrosis was 
promptly stopped in our case. 
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Multiple Penile Chancres 


An Atypical Manifestation of Primary Syphilis 


Thomas R. Wade, MD, Arthur Huntley, MD 


We describe a patient who had 
several simultaneous syphilitic 
chancres; we reemphasize the possibil- 
ity of such an atypical clinical presen- 
tation of primary syphilis. 


Report of a Case 


A 20-year-old man had an active sexual 
history but no previous venereal disease. 
Approximately five days prior to seeking 
medical attention, he noticed the begin- 
nings of several asymptomatic lesions on 
the penis. There was no associated urethral 
discharge or dysuria. 

Examination of the patient’s penis 
revealed ten discrete, nontender, superfi- 
cial ulcers on the glans and shaft; each 
ulcer had rolled, indurated borders (Fig- 
ure). Bilateral inguinal lymphadenopathy 
was present. The remainder of the physical 
examination results were unremarkable. 

Dark-field examinations for Treponema 
pallidum were done on two of the lesions 
and were interpreted as negative. Material 
for direct smears, cultures for Haemophi- 
lus ducreii and Neisseria gonorrhoeae, and 
blood for VDRL test for syphilis and FTA- 
ABS tests were taken. A tentative diagno- 
sis of chancroid was made, and sulfameth- 
oxazole therapy was prescribed. The 
patient was instructed to return the follow- 
ing day for repetition of dark-field exami- 
nations. 

On his return, scrapings from four of the 
penile lesions were examined by dark-field 
microscopy and each was now found to 
contain T pallidum organisms. The sulfa- 
methoxazole therapy was immediately dis- 
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continued, and the patient was treated 
with penicillin G benzathine (intramuscu- 
larly; total dose, 4.8 million units adminis- 
tered in two injections, one week apart). In 
the interim between injections, the smears 
and cultures for H ducreii and gonococci 
were reported to be negative. The VDRL 
test for syphilis was reactive in a titer of 
1:4, and the FTA-ABS test was also reac- 
tive. 

On follow-up examinations on subse- 
quent days, all of the penile lesions were 
found to be healing rapidly. 


Comment 


Typically, the primary lesion of 
syphilis is a solitary chancre; chancres 
in multiplicity are rare."* In a review 
of atypical primary syphilitic lesions 
on the penis, Notowicz and Menke 
reported an incidence of multiple 
chancres in 23% in their series of 87 
eases. In several other studies men- 
tioned in this report, multiple lesions 
were present in 18% to 53% of the 
cases. No reference to precise num- 
bers of lesions or possible concurrent 
conditions was made in any of these 
studies. 

In evaluating a patient with multi- 
ple genital ulcerations and a history of 
recent sexual contact, the differential 
diagnosis should include herpes pro- 
genitalis, chancroid, traumatic ulcera- 
tions, and primary syphilis. The possi- 
bility of more than one infectious 
condition should also be considered. 
Proper laboratory evaluation of such a 
ease requires dark-field examination, 
a direct smear and culture for the 
organisms of chancroid and cutaneous 


Med J 4:83-84, 19774. 

5. Goldbarger MB, Kirsner JB: Gangrenous 
skin lesions associated with chronic ulcerative 
colitis. Gastroenterology 39:94, 1960. 

6. Ball GV, Goldman LN: Chronic ulcerative 
colitis, skin necrosis, and cryofibrinogenemia. 
Ann Intern Med 85:464-466, 1976. 

7. Callen JP, Chanda JJ, Voorhees JJ: Cuta- 
neous angiitis. Int J Dermatol 11:105, 1978. 





Initial clinical presentation. Note presence 
of multiple chancres on shaft. 


gonorrhea, a Tzanck smear for herpes- 
virus if indicated, and serologic tests 
such as VDRL and FTA-ABS. 

We report this case of primary 
syphilis to illustrate and reiterate the 
fact that such a clinical presentation 
with numerous lesions may occur. This 
case also illustrates the necessity and 
value of repeating the dark-field 
examination when the initial exami- 
nation is negative but clinical suspi- 
cion is still justified. Repetition of 
serologic tests is another important 
means of diagnosing such cases. 


Bill Slue took the photograph of the patient. 
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Incidence of a Positive Lupus Band Test 
Using Sun-Exposed and Unexposed Skin 


A. Razzaque Ahmed, MD, Thomas T. Provost, MD 





- 
The incidence of a positive lupus following laboratory values: complete blood arm and buttocks. Furthermore, in 
band test (LBT) varies! We hy- cell count; urinalysis; serum creatinine; this small series, all SLE patients with 
pothesized, in view of data reported eE anA ee anti-DNA antibodies and hypocomple- 
for New agn white t black F, antibodies wore deterntined by employing setae os displayed pet oe s 
hybrid mice and systemic lupus ery- immunofluorescent techni dnas and “he wo of these patients, however, had a 
thematosus (SLE) patients, that this  thidia luciliae as a source of native DNA». Positive LBT only on the forearm. 
difference in incidence is dependent, Clinical renal disease was judged to be Conn 
for the most part, on the site of biop- present if the patient displayed protein- 
sy. Therefore, this study was de- uria on two or more occasions, a 24-hour The results of this study indicate 
signed to evaluate the influence of a ^ urine protein quantitation of 500 mg, ora that the site of biopsy has a marked 
sun-exposed and nonexposed biopsy Serum creatinine level greater than 14 effect on the incidence of a positive 
site on the incidence of a positive LBT — mg/dL. I patents were simultaneously — [,BT. In general, those SLE patients 
in the same SLE patients. ETERA m * vedi. a p 0 mg with severe renal disease will havea  * 
$ vec sun-exposec Skin ot the upper positive LBT on both the buttock and 
Subjects and Methods one third of the extensor forearm and f euo SLE maahts h 
eU noninvolved buttocks as biopsy sites. The tarearm; waüerean, Paves nav- 
Nineteen untreated patients satisfying tissues were processed for direct immuno- ing a milder form of the disease have 
the American Rheumatological Associa- fluorescent examination employing all five a negative LBT or one that is positive 
tion's (ARA) preliminary criteria for the Glasses of immunoglobulins and C3. only on the forearm. This observation 
diagnosis of SLE were observed. Thirteen supports and extends earlier observa- 
were female and six were male. All Results tions by Burnham.’ The reasons for 
patients had detailed clinical examination A Ay : y gae Ay 
i deno summary of the clinical, serologi- ^ these discrepancies in incidence are 
with reference to the ARA criteria and the ; ^ 
cal, and LBT findings are presented in unknown. These data also support 
the Table. All patients had a positive other data indicating that the immu- 
From the Department of Dermatology, School antinuclear antibody test result. Sev- ^ noglobulin composition of the LBT 
of Medicine, State University of New York at — Gmty seven percent of the SLE pa. may be of prognostic importance, ie, a 
Buffalo. Dr Ahmed is now with the Department x d«- À wy 
of Dermatology, UCLA School of Medicine. Dr tients demonstrated a positive LBT negative LBT or a positive LBT. ~ 
Provost is now with the Department of Derma- On the extensor surface of the forearm containing pure IgM found in a 
tology, Johns Hopkins University School of Medi- ys 37% on biopsy specimens taken lupus-patient population having a 
d Baltimore. from the buttocks (P< .025). All milder lupus process characterized by 
eprint requests to the Department of Derma- i ^ he : deco ^ 
tology, UCLA School of Medicine, Los Angeles, | Patients with clinical renal disease a decreased incidence of renal disease, 
CA 90024 (Dr Ahmed). had a positive LBT on both the fore- — hypocomplementemia, and anti-DNA 
Incidence of Lupus Band Test* 
Immunofluorescent Skin 
Case Hypocomple- Anti- Kidney a 
No. Skin CNS Blood Renal Serositis mentemia DNA Pathology Forearm Buttock 
1 + -— -— * * * * Focal IgG, IgA, IgM IgG, IgA, IgM 
proliferative 
2 + -— -— * * * + Severe IgG, C3 IgG 
membranous 
3 + — + + + + + Not done IgG, IgM, C3 IgG 
4 + + -— + + + + Membranous IgG, IgA, IgM IgG ~*~ 
proliferative 
5 -— * * * + + Focal IgG, IgM IgG 
proliferative 
6 — - + + + + + Membranous IgM, IgG IgG 
proliferative 
7 — + + + Not done IgM, IgG, IgA IgM, IgG 


18 — — — — — Not done — — 
19 + — — — — — Not done — — 


*Plus signs indicate presence, and minus signs indicate absence. 
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antibodies. On the other hand, a posi- 
tive LBT composed of IgG alone or 
together with other immunoglobulin 
classes is found in a SLE-patient 
population characterized by renal dis- 
ease, hypocomplementemia, and anti- 
DNA antibodies.*^ 


This work was supported in part by Public 
Health Service research grant RO1 AM 16593 
from the National Institutes of Health. 
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Multiple Benign Juvenile Melanoma 


John M. Burket, MD 


Historically multiple benign juve- 

nile melanoma have occurred as 
an agminated group,' part of bathing 
trunk nevi, or several lesions over an 
anatomic region.” 

Recent reports from Great Brit- 
ain’ have described two patients with 
eruptive and widespread lesions. I 
describe in this report an illustration 
of the disseminated and the localized 
variety. 


Report of Cases 


Case 1.—A 21-year-old woman was seen 
with a 14-year history of 50 disseminated 
pinkish-red papules. They were smooth, 
telangiectatic, and varied in size from 1 to 
4 mm. Their distribution is illustrated in 
Fig 1. 

Two lesions were removed in incisional 
shave biopsy and two were treated with 
liquid nitrogen spray. The histology 
showed nests of epithelioid type nevus cells 
under the epidermis with telangiectasia 
and giant cells (Fig 2). The changes were 
interpreted as benign juvenile melanoma. 

Though the cosmetic results were excel- 
lent with both shave biopsy and cryosurge- 
ry, residual nevus cells were found in all 
specimens when checked by excisional 
biopsy. 

Case 2,—A 9-year-old girl was seen for a 
group of over 20 yellow-brown lesions clus- 
tered on the lateral aspect of the upper 
part of the right arm (Fig 3). The area had 
been present and enlarging since birth. A 
biopsy specimen showed nests of spindle 
and epithelioid nevus cells within the 
dermis in association with telangiectasia 
and nevus giant cells. 

The patient was referred for excision of 
the nevi. The surgeon chose to electrodesic- 
cate the nevi. Eight years later all had 
returned, at which time the cluster of 
lesions on the right arm was excised and 
grafted. 


Comment 


To date the disseminated cases have 
involved all areas of the body other 


From the Department of Dermatology, Uni- 
versity of Oregon Health Sciences Center, Port- 
land. 

Reprints not available. 


Arch Dermatol—Vol 115, Feb 1979 





Fig 1.—Case 1. Distribution of dissemi- 
nated benign juvenile melanoma. 


than the scalp, palms, soles, and 
mucous membranes.** The agminated 
type have been described on the face, 
arms, and back.' 

Multiple benign juvenile melanoma 
vary in color from red to dark brown. 
The eruptive lesions are usually sharp- 
ly marginated, whereas the agmi- 
nated lesions often blend together. It 
is not unusual for the agminated 
lesions to appear on a hyperpig- 
mented or hypopigmented area, and 
several have been described as ap- 
pearing after a traumatic episode. 

Al| three cases of disseminated 
lesions have been described in adults, 
whereas 13 of the 14 agminated cases 


4. Burnham TK: Immunofluorescent test for 
lupus erythematosus: Relation to renal disease. 
JAMA 223:798-799, 1973. 

5. Provost TT, Reichlin M: Lupus band test 
(LBT): Correlation of Ig class deposition and 
serum antibodies to ssDNA, and other nuclear 
and cytoplasmic autoantigens. Clin Res 24:385A, 
1976. 

6. Pennebaker JB, Gilliam JN, Ziff M: Immu- 
noglobulin classes of DNA-binding activity in 
serum and skin in systemic lupus erythematosus. 
J Clin Invest 60:1331-1338, 1977. 





Fig 2.—Case 1. Epithelioid nevus cells 
surrounding large nevus giant cell (hema- 
toxylin-eosin, Original magnification 
x 1,000). 





Fig 3.—Case 2. Over 20 lesions of benign 
juvenile melanoma that blend together in 
agminated group on right arm. 


have been reported in children under 
the age of 10. 

Case 2 further illustrates the uni- 
versally unsuccessful attempts of re- 
moval with electrodesiccation, yet the 
benign nature of the lesions dictates 
that one try to find the least disfigur- 
ing manner of successful removal. 


Westwood Pharmaceuticals, Inc, Buffalo, aided 
in the reproduction cost of the color figures. 
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Extract for Patch Tests With Garlic 


Jagjit S. Pasricha, MD, Bharati Guru, MB, BS 


IE a recent study, garlic (Allium 

sativum) was found to be the most 
frequent cause of contact dermatitis 
on the fingertips of housewives. How- 
ever, patch tests with the undiluted 
juice of garlie were positive in several 
control subjects also. Although it was 
suggested that positive patch tests in 
the controls should indicate latent 
hypersensitivity to garlie, further 
studies were undertaken to substan- 
tiate the conclusions. 


Subjects and Methods 


Ten cases of patients having contact 
dermatitis on their fingertips and 35 
controls with contact dermatitis due to 
some other agent, but with no dermatitis 
on their fingertips, were investigated. The 
controls were of two types: (1) 23 individu- 
als who cooked routinely and were exposed 
to the juice of raw garlic and (2) 12 individ- 
uals who had never handled garlic. The 
diagnosis in each case was made on the 
basis of a detailed history, pattern of 
distribution of the lesions, patch tests, and 
recovery following withdrawal of the 
offending agent. 

The preparations of the garlic for patch 
tests were as follows: (1) For fresh garlic 
juice peeled cloves of garlic were crushed in 
a glass mortar and pestle to form a paste, 
which was squeezed in a piece of cloth to 
obtain the fresh garlic juice. (2) For garlic 
extract 10 g of peeled garlic cloves were 
crushed with 10 mL of distilled water and 
kept at room temperature overnight. The 
next morning this was filtered to obtain 
the garlic extract. (3) For dilutions of garlic 
extract a portion of the garlic extract 
obtained above was diluted with appro- 
priate amounts of distilled water to make 
75%, 50%, and 25% concentrations of the 
original garlic extract. 

Patch tests were performed with the 
fresh garlic juice and the garlic extract, 
used as such, on all the patients and 
controls according to standard techniques. 
A patch test was considered to be positive 
only if there was a papulovesicular reaction 
at the test site. The cauterization type of 
reaction often seen with fresh garlic juice 
was ignored. 

Four patients, four exposed controls, and 
one unexposed control who showed a posi- 
tive reaction were tested again with the 
garlic extract and its dilutions to deter- 


From the Department of Dermatology and 


Venereology, All India Institute of Medical 
Sciences, New Delhi. 

Reprint requests to the Department of Derma- 
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Patients 
Exposed controls 
Unexposed controls 


7(70) 
5(22) 
1(8) 








*Numbers in parentheses indicate percentage. 


Table 2.—Titer of Contact Hypersensitivity* 


Concentration of Garlic Extract, % 


es 
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Table 1.—Number of Positive Patch Test Reactions* 


Fresh Garlic Juice 


a yaar aLa E dia 


Garlic Extract Total No. Tested 
7(70) d 
4(17) 


1(8) 


E = 


*Titer of contact hypersensitivity is the maximum dilution of the standard antigen that gives a 


positive patch test reaction in a particular case. 


mine the maximum dilution of the extract 
that shows a positive reaction. This level of 
dilution was designated as the “titer of 
contact hypersensitivity.” 


Fresh garlic juice gave positive 
reactions for seven of ten patients, 
five of 23 exposed controls, and one of 
12 unexposed controls. With the garlic 
extract, the results were comparable 
to those with fresh garlic juice except 
that one of the exposed controls had a 
negative reaction to garlic extract 
(Table 1). 

The titer of contact hypersensitivi- 
ty was 25% for three patients and two 
exposed controls, 50% for one patient 
and one exposed control, and 75% for 
the fourth exposed control. The lone 
unexposed control was negative even 
with 75% concentration of the garlic 
extract (Table 2). 


Comment 


There are several ways of differen- 
tiating an allergic reaction from an 
irritant reaction, one of which is to 
compare the incidence of positive 
patch test results of the patients with 
appropriate controls. Positivity of 
patch test results in 70% of the cases 
of contact dermatitis due to vegeta- 
bles compared with approximately 
20% of the exposed controls and only 
one (8%) of the unexposed controls 
suggests that the positive reactions 
indicate allergic hypersensitivity and 
not an irritant reaction. In the latter 
case, the frequency of positive reac- 
tions would have been almost the 
same in all three groups. This is fur- 


ther corroborated by the fact that 
positive patch test results among the 
controls were obtained almost exclu- 
sively from those who were exposed. 
The patients showed a relatively high- 
er degree of hypersensitivity com- 
pared with the exposed controls, while 
the unexposed control had a negative 
reaction even with 75% concentration 
of the garlic extract. The possibility 
that this individual had cross-sensitiv- 
ity to a related chemical cannot be 
ruled out. 

The finding that some of the 
exposed controls had titers of contact 
hypersensitivity comparable to those 
of patients, while some of the patients 
had a lower degree of hypersensitivi- 
ty, makes it difficult to select a dilu- 
tion of garlic extract that will detect 
all cases of contact dermatitis due to 
garlic but give negative reactions in 
all controls. 

We, therefore, recommend using 
undiluted garlic extract for patch 
tests. However, as with any other test, 
the results should be used only to 


confirm the clinical findings, which , 


should be substantiated with a proper 
follow-up. The garlic extract seems 
superior to the garlic juice in that it 
does not produce the cauterization 
type of reaction. 


The patch tests were done by Virendar Kumar 
Mehra and Rama Singhal. 
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Proven clinically 
effective for prompt 
relief of mild-to- 
severe corticosteroid- 
responsive dermatoses 


Impressive results with 
Valisone Cream and 
Ointment in published 
studies: 


contact dermatitis 


96% good to excellent results 
(81 of 84 patients)* 


atopic eczema 


92% gooo to excellent results 
(231 of 251 patients)* 


psoriasis 


85% ood to excellent results 
(150 of 177 patients)* 
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For acute contact dermatitis. 
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Ser, Lotion 0.1% 
Especially useful in 
seborrheic dermatitis. 





Reduced Strength 
Cream 0.01% 

For low-cost 
maintenance therapy. 


Clinical Considerations: indications: VALISONE Cream, Ointment, and Lotion are indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. VALISONE Reduced 
Strength Cream is indicated for the relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. VALISONE Aerosol is indicated, solely, for adjunctive topical management 
for the relief of inflammatory manifestations of acute contact dermatitis. Contraindications: Topical 
steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin 
(varicella and vaccinia). Topical steroids are also contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparations. VALISONE Aerosol is contraindi- 
cated for use under occlusive dressings. Warnings for VALISONE Aerosol: Keep the spray away from 
eyes and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying 
for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Exposure to temperatures above 120°F 
may cause bursting. Keep out of reach of children. Never throw container into fire or incinerator. 
Precautions: If irritation or sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the presence of infection, the use of 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection has been adequately 
controlled. If extensive areas are treated, or if the occlusive technique is used, the possibility 
exists of sufficient systemic absorption to produce adrenal suppression and systemic corticoste- 
roid effects may occur; suitable precautions should be taken. In a few cases, ulceration has been 
reported with the use of topical steroids for skin conditions involved with impaired circulation 
(i.e., stasis dermatitis). Prolonged application of corticosteroid-containing products under occlu- 
sion may result in striae or atrophy of the skin or subcutaneous tissues. VALISONE products are 
not for ophthalmic use. Usage in Women of Childbearing Age: The use of any drug during pregnancy 
and the lactation period or in women of childbearing age requires that the potential benefits of the 
drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have 
not been reported to have an adverse effect on the fetus, but the safety of their use in pregnant 
patients has not been definitely established. They should not be 
used extensively or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment warrants the risk. 
Adverse Reactions: The following adverse reactions have been 
reported with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- 
pigmentation. The following may occur more frequently with occlu- 
Sive dressings than without such therapy: maceration of the skin, 
secondary infection, atrophy of the skin or subcutaneous tissues, 
striae, miliaria. Dosage and Administration: VALISONE Cream, Oint- 
ment, and Reduced Strength Cream are applied as a thin film over 
the affected skin areas one to three times a day. Clinical studies of 
VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 
Although occlusive dressings are required infrequently, they may 
enhance therapeutic efficacy in certain refractory lesions of psori- 
asis and other dermatoses that are difficult to treat. Apply a few 
drops of VALISONE Lotion to the affected area of the scalp and 
massage lightly until it disappears. Apply twice daily, in the 


following improvement, once daily. Apply VALISONE Aerosol 
three to four times a day. The container may be held upright or — 
inverted during use. The spray should be directed onto the affected 
area from a distance of approximately 6 inches and s oaa 
3 seconds. Aerosol packaged by Aerosol OA: ARNESE. 
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e DERMABRASION AND CHEMICAL PEELING ° 


In the Treatment of Certain Cosmetic Defects 


By James W. Burks. Foreword by 
Morris Waisman. This definitive work 
on the clinical application of derma- 
brasion is based on over 25,000 such 
procedures. All of the information re- 
quired for performance of the opera- 
tion is presented along with a firm 
scientific foundation based on original 
serial biopsies and other studies by the 
author. Who should be treated, what 
should be done, and why it should be 
done are described and illustrated in 
clear, step-by-step detail. 


and Diseases of the Skin 


Dermal abrasion, sandpaper abrasion, 
wire brush planing, comparison of 
dermabrasion and chemical peeling, 
histopathology of chemical peel, and 
anesthesia by refrigeration are only a 
few of the many topics covered. Indi- 
vidual chapters are devoted to such 
subjects as skin anatomy, the healing 
process, patient selection, psycholog- 
ical aspects, equipment and supplies, 
and surgical abrasion technic. Also in- 
cluded are segments on postoperative 
care, general results, complications, 


indications and contraindications, and 
future trends. 


Some two hundred clinical .photo- 
graphs show every step of the proce- 
dures and day-by-day,  before-after 
views of patients dermabraded for var- 
ious conditions. Dermatologists and 
other interested physicians will find 
this monograph to be an invaluable 


educational tool and reference. 78, 256 __ 


bp., 192 il., 5 tables, $22.50 


CLINICAL SKIN MICROBIOLOGY CHEMOSURGERY 
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Pathogenic Bacteria and 
Pathogenic Viruses 


By Raza Aly and Howard I. Maibach, both of the Univ. 
of California, San Francisco. Dermatologists, microbiolo- 
gists and laboratory technicians will all appreciate the spe- 
cialized knowledge afforded by the unique scope of this 
volume. It is concerned primarily with clinical aspects of 
cutaneous microbiology. The text concentrates on those 
bacteriological and virological procedures that aid diag- 
nosis rather than on the disease itself. Brief descriptions of 
various aspects of infections and treatment, however, are 
included. 


The first two chapters provide information on the labora- 
tory techniques used in the isolation and identification of 
bacteria from skin lesions. Some simplified techniques 
which can easily be performed in a physician's office are 
also mentioned. A discussion of normal skin flora and an 
outline of some cutaneous factors controlling the survival 
of microbes on the skin of humans follows. 


Remaining chapters offer specific procedures for the iso- 
lation and identification of staphylococci, streptococci, 
corynebacteria, gram-negative bacilli, actinomycetes, myco- 
bacteria, other cutaneous bacteria, herpes simplex, 
varicella-zoster, and pox viruses. Numerous illustrations, 
many in color, will further facilitate the identification of 
skin microbes. '78, 144 pp., 55 il. (25 in color), 13 tables, 
$14.50 


Microscopically Controlled Surgery 
for Skin Cancer 


By Frederic E. Mohs, Univ. of Wisconsin Medical School, 
Madison. Providing the latest information on the practical 
and important improvements in the treatment of skin 
cancer, this book includes the experimental background on 
the author’s concept of microscopically controlled excision; 
the use of the fixed tissue technique for treatment of exten- 
sive, complicated carcinomas and for melanoma; and the 
use of the fresh tissue techniques for treatment of carci- 
nomas of moderate extent. 


The text emphasizes the use of microscopically controlled 
surgery for cancer of the skin, including the various areas of 
the face, scalp, neck, nose, ears, eyelids, extremities and 
trunk. Also included for discussion are cancers of the lips, 
mouth, sinuses, larynx, parotid gland, penis, scrotum, 
vulva and anus. However, since many conditions other than 
cancer are seen in the chemosurgery clinic, a chapter on the 
nonchemosurgical treatment of noncancerous lesions de- 
scribes treatment methods for benign epithelial growths, 
benign connective tissue growths, benign vascular growths, 
pigmented growths, infectious growths, and the palliative 
treatment of infected inoperable cancers. A special chapter 
is included on the treatment of gangrene. 


For physicians interested in specializing in this field, the 
author concludes with suggestions for setting up the clin- 
ical and microtechnical facilities of the chemosurgery 
clinic. '78, 400 pp. (6 3/4 x 9 3/4), 834 il., 59 tables, $43.75 


e INTRODUCTION TO MODERN PHOTOTHERAPY œ 


By Leon Goldman, Univ. of Cincin- 
nati, Cincinnati, Ohio. The reactiva- 
tion of an old form of therapy — light 
— is detailed in this book. Current 
phototherapy means not only irradia- 
tion by many zones of the electromag- 
netic spectrum, but also irradiation 
combined with topical and systemic 
medications. 


The opening chapter reiterates what is 
known about the effects of light on 
tissue, including a review of the defi- 
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nite laws of the reactions between light 
and matter. This is followed by infor- 
mation on the use of phototherapy for 
the prevention of rickets and treatment 
of tuberculosis. The types of cancer 
induced by sun damaged skin and eye 
damage caused by ultraviolet light are 
also reviewed. 


In subsequent chapters, the author dis- 
cusses ultraviolet light; infrared light; 
phototesting; photoprotection and 
safety; and phototherapy of psoriasis, 


Avenue o 


acne, herpes simplex, miscellaneous 
skin diseases, and systemic disorders. 
Current laser light phototherapy, light 
art as therapy, and transillumination 
are also discussed. 


Concluding with a discussion of the 
future of phototherapy, the author. 
points out the many facets of light 
therapy that are currently being ex- 
plored and those that may be devel- 
oped in the future. '78, 144 pp., 42 il., 
4 tables, $17.50 
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Letters to the Editor 


Photo-onycholysis and Psoralen 
Use 


To the Editor.—Referring to the letter 
"Photo-Onycholysis Secondary to Pso- 
ralen Use" in the March 1978 
ARCHIVES (114:448), we would like to 
inform Dr Rau and associates that our 
detailed article on this subject was 
published in May 1977.’ 

As a matter of interest, most Euro- 
pean dermatology journals preferen- 
tially print articles that are submitted 
in English, since expansive perusal is 
anticipated. 

LORENZ ZALA, MD 

ADAMES OMAR, PHD 
ALFRED KREBS, MD 
Berne, Switzerland 


1. Zala L, Omar A, Krebs A: Photo-onycholysis 
induced by 8-methoxypsoralen. Dermatologica 
154:203-215, 1977. 


In Reply.-Many thanks to Dr Zala 
and colleagues for pointing out their 
excellent article "Photo-Onycholysis 
Induced by 8-Methoxypsoralen." As 
they may well have guessed, our letter 
was submitted to the ARCHIVES before 
their article was published. 

I was interested to read that their 
case 1 apparently was protected from 
photo-onycholysis by the use of dark 
nail polish. Despite my warnings, our 
patient continues to use methoxsalen 
(Oxsoralen) to achieve a tan. She has 
routinely used a dark nail polish for 
protection since her bout of photo- 
onycholysis, and she has had no fur- 
ther trouble. 

I am not surprised that others have 
observed photo-onycholysis secondary 
to psoralen use. This may well be a 
relatively common occurrence. 

ROBERT C. Rau, MD 
Columbus, Ohio 


Photo-onycholysis Secondary to 
Psoralen Use 


To the Editor.—I was interested in the 
report of Rau and his colleagues, in 
the March ARCHIVES, on photo- 
onycholysis occurring from sun expo- 
during psoralen treatment 
(114:448, 1978). They state that there 
are no reports of this in the medical 
literature. However, the association 
was described in two cases by Zala et 
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al. These patients were treated with 
methoxsalen and sun exposure for 
vitiligo. My colleague, Vella Briffa, 
and I reported a case of a patient 
undergoing ^ psoralen-ultraviolet-A 
therapy for mycosis fungoides.’ Rau 
and his colleagues list many other 
causes of photo-onycholysis, one they 
do not mention is porphyria. Recently, 
a woman with porphyria variegata 
came to me for treatment of photo- 
onycholysis of all her fingernails. 
Common to all the conditions in 
which photo-onycholysis has been de- 
scribed is the ability of long-wave 
ultraviolet light to penetrate the nail 
plate, whereas the shorter wavelength 
ultraviolet light does not do so. 
ANDREW P. WaRIN, MD 
London 


1. Zala L, Omar A, Krebs A: Photo-onycholysis 
induced by $&-methoxypsoralen. Dermatologica 
154:203-215, 1977. 

2. Vella Briffa D, Warin AP: Photo-onycholy- 
sis caused by photochemotherapy. Br Med J 
2:1150, 1977. 


Cutaneous Myiasis 


To the Editor.—M yiases are a group of 
diseases that are caused by the inva- 
sion of vertebrates by larval flies. The 
disease is worldwide in distribution, 
but the incidence in man varies with 
the degree of fly larvae, laid vivipa- 
rously, or eggs that quickly hatch to 
infest man. Currently, cases are most 
frequently seen among those persons 
who are exposed to unsanitary tropi- 
cal environments. Two such cases are 
reported here as cutaneous myiasis. 

Report of Cases.—CASE 1.—A woman had 
a history of intensive "bush" travel in West 
Africa. A solitary pyogenic ulceration 
developed on her leg. This lesion continued 
after she returned to the United States 
and, not being correctly diagnosed, was 
treated with a variety of antibioties and 
antiseptic dressings that were directed 
toward the secondary bacterial pyogens. 
When the correct agent, Cochliomyia 
hominivorax larva, was identified in the 
center of the ulcer and removed, healing 
was rapid but a scar remained. 

CasE 2.-_A woman was on a two- to 
three-month field assignment in the Ama- 
zon basin of Brazil. A solitary ulceration 
developed on her leg, and because of its 
pyogenic appearance, it was treated as a 
bacterial infection, with poor results before 


the larva of Dermatobia hominis was 
demonstrated and removed from the 
center of the ulceration. Appropriate anti- 
septic dressing, after the removal of the 
larva, resulted in an uneventful recovery. A 
scar remained. 


Comment.—These two cases repre- 
sent a less frequent type of pathologic 
condition that American practitioners 
must be on the lookout for, as their 
clientele return from foreign travel in 
tropical countries; the physician must 
be able to advise his/her patients 
against the possibility, as part of his/ 
her protective orientation to foreign 
travel outside of large cities of the 
tropies. This state of alertness has 
significance among military ground 
forces in field operations. The differ- 
ential diagnosis should include Tunga 
penetrans and Sarcoptes scabiei infes- 
tations.' 

HILDRUS A. PoINDEXTER, MD, PHD 

Washington, DC 


1. Poindexter HA: Scabies. J Natl Med Assoc 
70:525, 1978. 


The Treatment of Hallopeau’s 
Acrodermatitis 


To the Editor.—The letters from Noto- 
wicz and colleagues in the January 
ARCHIVES (114:129, 1978) and from 
Arnold in the June ARCHIVES (114:963, 
1978) were of great interest to us since 
we have been treating a patient with 
acrodermatitis continua (Hallopeau’s 
acrodermatitis) for several months. 


Report of a Case.—A 63-year-old man 
injured the forefinger of his left hand by a 
hammer in January 1977. He had no 
personal or family history of psoriasis. An 
infected subungual hematoma was incised 
and various topical antibiotics applied to 
the pustulation that developed. 

He was first seen by us in June 1977, 
when the classical skin lesions were 
confined to the distal portion of the fore- 
finger of his left hand and to the pad of his 
left thumb. Several topical treatments, 
such as aqueous silver nitrate soaks and a 
mixture of 0.1% betamethasone valerate 
and 3% iodochlorhydroxyquin (Betnovate C 
cream) were applied. In succeeding months 
there was some improvement, but the 
fingernail did not grow. 

In March 1978, his condition suddenly 
exacerbated, with widespread pustulation 
on his left thumb, forefinger, and right 
thumb. On each digit the nail became soft 
and friable within a seven-day period. For 
the first time, despite numerous previous 
attempts, Staphylococcus pyogenes was 
isolated. He received a mixture of systemic 
trimethoprim and sulfamethoxazole (co- 
trimoxazole), as well as fusidate sodium 
(Fucidine) and cloxacillin, with little bene- 
fit. In June 1978, topical mechlorethamine 
hydrochloride, 10 mg/50 mL of sterile 
water, was applied daily as a soak. There 
was a slight improvement in 15 days. 
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Topical therapy with a mixture of 0.05% 
clobetasol propionate, 0.5% neomycin sul- 
fate, and 100,000 units of nystatin per 
gram (Dermovate NN cream) was substi- 
tuted and applied twice daily under poly- 
thene occlusion at night. Within 12 hours 
there was a dramatic improvement, and 
there has been no new pustulation since. 
The three nails are now regrowing normal- 
ly. It should be noted that the systemic 
cloxacillin regimen was continued through- 
out the 15 days of topical mechlorethamine 
hydrochloride therapy and during the first 
seven days of his current treatment. 


Comment.—On the basis of this one 
case, a potent topical  cortico- 
steroid/antibiotic preparation has 
been a much more effective topical 
therapy than a topical cytostatic 
agent in this perplexing condition. 

MARION I. WHITE, MRCP 
ROBERT A. MAIN, FRCP 
Aberdeen, Scotland 


Subcutaneous Cysticercosis 


To the Editor.-Raimer and Wolf, in 
the January 1978 ARCHIVES (114:107- 
108), and Schlossberg and Mader, in 
the March 1978 AmcuivEs (114:459- 
460), described ‘two patients with 
subcutaneous cysticercosis. Although 
this is not a common parasitic infec- 
tion in the United States, approxi- 
mately three patients each year are 
seen at the Los Angeles County 
Harbor-UCLA Medical Center with 
this disease. In our experience, these 
individuals are Latin Americans; most 
of them have recently emigrated from 
Mexico. In almost all our cases, the 
Cysticercus cellulosae could be demon- 
strated only in the CNS and was asso- 
ciated with neurological symptoms. 
However, we recently encountered a 
patient in whom the lesions appear to 
be limited to the subcutaneous tis- 
sues. 


Fig 1.—Firm, painless and nontender 
subcutaneous nodule on flexor surface of 
left forearm. 
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Fig 2.—Cysticercus larva in bladder cyst (hematoxylin-eosin, original magnification 


x 16). 


Report of a Case.—A 26-year-old man was 
seen at the Harbor-UCLA Medical Center 
with multiple subcutaneous nodules on his 
neck, left flank, left axilla, and left fore- 
arm (Fig 1) These nodules were painless 
and nontender and had first appeared 18 
months before. 

The initial clinical diagnosis was epider- 
mal inclusion cysts. The lesion on the left 
arm was excised and found to consist of a 
cyst that contained clear fluid and a white, 
irregularly shaped membranous structure. 

Microscopic examination disclosed a Cys- 
ticercus larva in a bladder cyst. The 
surrounding tissues demonstrated dense 
fibrosis and moderate chronic inflamma- 
tion (Fig 2). Laboratory data included a 
mild eosinophilia (7% with a total WBC 
count of 4,300/cu mm), and three fecal 
examinations did not demonstrate any ova 
and parasites. Roentgenograms of the 
skull and extremities did not show any 
calcifications. An ophthalmological exami- 
nation failed to show any abnormalities. 
Since there was no evidence of intestinal 
infestation by the adult tapeworm or cere- 
bral cysticercosis, no further therapy was 
undertaken. 


Comment.—Infection by the larval 
phase of Taenia solium, the pork tape- 
worm, produces a bladder cyst and is 
known as C cellulosae. Its clinical 
significance is largely determined by 
its anatomic location. When the CNS 
is involved, acute hydrocephalus and 
sudden death may occur. Therefore, 
the discovery of cysticercosis in the 
subcutaneous tissue necessitates an 
immediate search for similar lesions 
in the CNS and eyes. In this patient, it 
was thought that in the absence of 
neurological symptoms and intracran- 
ial calcifications, cerebral cysticerco- 
sis was not present. 


Immigration to the United States 
from Mexico and other Latin Ameri- 
can nations is constantly increasing. 
Since cysticercosis is not uncommon in 
these areas, it is important for the 
dermatologist to consider this lesion 
when evaluating subcutaneous nod- 
ules in Hispanic individuals. 

DONALD T. Kinc, MD 

DORE J. GILBERT, MD 
ARNOLD W. GUREVITCH, MD 
Mary W. Mok, MD 

FRANK M. HIRESE, MD 
Torrance, Calif 


Trichophytin Reactions in Children 
With Tinea Capitis 


To the Editor.—We were interested in 
the article by Rasmussen and Ahmed 
in the March ArcHIVES (114:371-372, 
1978), which reported the role of 
immunity mechanisms in the inflam- 


matory form of tinea (kerion), with ™ 


the consequent proposal of cortico- 
steroid therapy. 

For two years we have made the 
same statements and used general 
corticosteroid therapy, at the rate of 1° 
mg/kg of weight for two weeks. We 
saw constantly interesting results, 
such as quick prostration of the 
kerion, with the disappearance of pain 
and a quick recovery. To date we have 
treated 15 patients in this manner.’ 

H. BARRIERE 
P. Litoux 
Nantes, France 


1. Barriére H, Litoux P: Intérét et justification 
de la corticothérapie générale des trichophyties 
suppurées (kérions) Ann Dermatol Venereol 
104:294-297, 1977. 
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Society Transactions 


The Society Proceedings are edited by Dr Harry L. Arnold, Jr, Straub Clinic, 
Honolulu, HI 96813. Transactions and photographs should be sent, in duplicate, 


directly to him. 


PHILADELPHIA DERMATOLOGICAL 
SOCIETY 


March 19, 1976 
Waine C. Johnson, MD, Recorder 


Multiple Capillary Hemangiomas in Fra- 
ternal Triplets. Presented by PETER J. 
KOBLENZER, MD 


This 22-month-old infant, one of frater- 
nal triplets, was the product of an other- 
wise uncomplicated pregnancy and deliv- 
ery. At the child's birth, the mother noted a 
few red, pin-sized papules. These gradually 
became larger and more numerous. The 
patient's father had three angiomata in 
infancy, which were excised. The two 
fraternal siblings each have a few small 
similar lesions. At age 3 months, the 
patient had about 50 purplish-red, smooth, 
dome-shaped papules and nodules, from 1 
to 15 mm wide, involving the scalp, trunk, 
and limbs, including the palms and soles. 
Some of the larger lesions were ulcerated 
and crusted. No new lesions have devel- 
oped; the ones described are now involut- 
ing and some have completely disap- 
peared. 


Discussion 


PETER J. KOBLENZER, MD: The European 
literature has recorded about a dozen 
patients of this type, all of whom died 
before the age of 1 year from internal or 
cerebral hemorrhage. Internal hemorrhage 
often occurred while the cutaneous lesions 
were involuting. I discovered the European 
literature regarding internal hemorrhage 
in this type of patient after I had 
pronounced these lesions benign, and of 
course I have felt very anxious. I have seen 
one other group of similar lesions in three 
children from a set of quadruplets. These 
patients are now 15 years old and are 
entirely well. The literature, however, runs 
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entirely counter to my experience with 
these patients. 

ALBERT KLIGMAN, MD: The lesion on the 
foot was yellowish, but I felt it was a little 
elevated rather than atrophic. 

JOHN W. PETROZZI, MD: The lesion on the 
shoulder is most characteristic. When the 
patient was first examined, he had one 
yellow atrophic plaque with telangiectasia, 
but in addition he had other papules and 
nodules. This is the earliest instance of 
necrobiosis that I have seen, and I 
wondered if the nodules perhaps repre- 
sented a separate process, such as a 
lymphoma or leukemia, or sarcoidosis or 
other granulomatous processes. As these 
lesions have evolved, they have become 
yellowish, flattened, and atrophic. 

DR KLIGMAN: I find it difficult to believe 
that dermatologists who have been looking 
at these lesions for 50 years would not have 
been able to describe the evolving stages. I 
believe they are atrophic from the start. 

HERMAN BEERMAN, MD: They are not 
atrophic from the start, although we do not 
often see the patients early enough to 
observe the cycle of changes prior to atro- 
phy. 

MARGARET G. Woop, MD: The histologic 
sections do not show a typical picture of 
necrobiosis lipoidica, but they do show 
large masses of necrobiosis associated with 
histiocytes and numerous giant cells. The 
clinieal pieture is sufficiently atypical to 
urge that a careful examination be made of 
the sections for parasites and other causes 
of necrobiosis, but this type of cellular 
reaction is consistent with necrobiosis 
lipoidica. 

JAMES LEYDEN, MD: Are there any labo- 
ratory tests that would be helpful in evalu- 
ation of potential bleeding? 

DR KOBLENZER: I discussed this point 
with the patient's pediatrician and we did 
not feel that, in the absence of internal 
bleeding, any tests would be helpful or 
appropriate at this time. 
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fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or ¥% iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 





MSD For more detailed information, 
STARS consult your MSD representative or 
ME see full Prescribing Information. 

Merck Sharp & Dohme, Division of 
Merck & Co., INC., West Point, Pa. 19486 





How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
leasant-tasting, syrupy liquid. 
or older children and adults: 
Tablets PERIACTIN. 


Syrup 

containing 2 mg 
of cyprohepta- 
dine HCl in each 
5-ml teaspoonful 
(with alcohol 5%) 
















Scored 

Tablets 
containing 4 mg 
of cyprohepta- 
dine HCl each 









Recommended Dosage 
Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 
lt nful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 


b.i.d. or t.i.d. 
Children—7 to 14 years 















Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
or 1 net, bid. or 4 tablets 

or t.i.d. 





Adults Maximum 
Usual daily dosage 
dosage 0.23 mg per lb 
2teaspoonfuls per day 
orltablet, t.i.d. or 0.5 mg per 


kilo per day 












Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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Now, after 15 years laboratory 
and clinical research, a major 
improvement in benzoyl peroxide 
therapy for acne... 


NEW 
MICROGEE Formula 


BENZAGEL 


(5% 0r10?6 benzoyl peroxide gel) 


*Micronized" Benzoyl Peroxide 


provides a more uniform dispersion of 
medication throughout base, for enhanced 
efficacy without "hot spots" 


High-Moisture/Low-Alcohol Base 


provides a better deposition of benzoyl 
peroxide on the skin, for a smoother, more even 
application 


from 


The Originators of 
Benzoyl Peroxide Therapy for Acne 














trikes an optimum 


alance between 
comedolytic 


effectiveness 
and patient 
acceptance 








* Pleasant cooli 


* Less erythema, 


Formulated for sü 


Prescribe...5 and 


Se M 
nm ot for ophthalmic use. 
940, 14% alcohol, sodium hydroxide, dit 


nate, alkyl polyglycol ether, fragrance E PEU E bs a ES DE jin v nas ] C: (1 edtin ne aoe overnight 


ithout prescription. 


tion. Apply sparingly one or more time , 1-1/2 oz. and 3 02. 


by physician. 







sensitivity to Lenses peroxide or any of Rie pone ts o E ad .. . Uermi b ARER - ae 
this preparation. E Stee oe . Fort Washington, PA, U. c 19034 
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FLUONID (fiuocinolone acetonide) 
The logical alternative 
because it provides: 


§ classic dermatitides 
y demand the classic 
treatment: FLUONID 


(fluocinolone acetonide). 


The effective, mid-potenc 
corticosteroid. "potency 


Atopic dermatitis 


E =. 
y 


e Proven efficacy Fluonid has enjoyed 
over a decade of clinical success, with 
more than ten million patients treated. 

e Safety There is a lower incidence of 
reported side effects than those associ- 
ated with more potent steroids. 


e Flexibility Fluonid is available in a 
full range of dosage forms: solution 
0.01%, cream 0.01% and 0.025%, and 
ointment 0.025%. 


e Economy There are substantial savings 
for your patients — a prime consideration 
when you choose therapy. 


Psoriasis 


Eczema 





Prescribe FLUONID 


(fluocinolone acetonide) 
classic steroid from 
Herbert Laboratories: 
rapid relief ata 
reasonable cost. 


Herbert Laboratories, Irvine, California 92713 


Please see next page for summary of prescribing information 


2999-N1-9 
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. FLUONID 
(fluocinolone acetonide) 


Fluonid? Ointment 0.025% 
Fluonid® Cream 0.01% 

" Fluonid® Cream 0.025% 
Fluonid® Topical Solution 0.01% 


CONTAINS: 
Fluonid Ointment 0.025% 
fluocinolone acetonide 0.25 mg/g 


Fluonid Cream 0.025% 
fluocinolone acetonide 0.25 mg/g 


Fluonid Cream 0.01% 
fluocinolone acetonide 0.1 mg/g 


Fluonid Topical Solution 0.01% 
fluocinolone acetonide 0.1 mg/ml 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
# dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


Should not be used when circulation is markedly 
impaired. 


WARNINGS: 


USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregnant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


«PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 

. does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skir atrophy, striae, miliaria. In some patients 
With dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 


- Manufactured by: 
Marion Laboratories, Inc. 
Kansas City, Missouri 64137 

F Distributed by: 

+ Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
2525 Dupont Drive 
Irvine, California 92713, U.S.A. 
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CAUTION: Fede Sie 


Photographed eje] [zie is an artistic interpretation of 
the manitestations Of skin disease 
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"Doctor, with 


my delicate skin... 
what kind of soap 
should I: u 


Pure mild Ivory is one of the safest 


possible soaps you can recommend for 


delicate skin. More doctors recommend 
Ivory may safely be 


Ivory than any other soap. | 
used as an adjunct to treatment 
of scabies, seborrhea and 
[t makes sense. immersionexperiments— Impetigo. : 
Ivorys absence of many extra confirm that Ivory is one | 
ingredients helps minimize of the mildest least irritating 
chances of irritation. SOaps you can recommend. 
Thirty-eight years And 89 years of 
of laboratory testing — safe consumer use support 





including patch tests and arm this clinical experience. 


b 





^. New! 
— Economy:size 
30 gram tubes 
-from Syntex 


















E 
| E 
GAAMS | GRAMS. | f 
SY SYN i SYNEMOIS | : 
311 MT 
NOLONE | YALA R CINOLONE | 'LOOGINONIDEI 
GONE] ubt] j NIDE) A 055 GEL 005% ! 
CREAM 0,025% EMT 002555] “CAM 0,026% | $ 
* GYAN | * SYNTEXJ S BYNTEN] bos! | 
RE E. vss. v —— odd $ 
i : 13 
sel] | * 1 li y | j | | m fc ! op. 1 
Synalar | Synalar’ Neo- | Synemol | Lidex-E | Topsyn Lidex Lidex 
(fluocinolone (fluocinolone Synalar (fluocinolone (fluocinonide) (fluocinonide) (fluocinonide) (fluocinonide) 
acetonide) acetonide) aanv bul acetonide) cream 0.0596 gel 0.05% ointment 0.05%* cream 0.05%* 
cream 0.025% | ointment 0.025% | fate 0.5% (0.35% | cream 0.025% 
neomycin base), 
x fluocinolone 
acetonide 


0.025%] cream 


30 Grams. Optimum quantity for many 
steroid-responsive skin conditions. 


Growing in popularity amon 
| dermatologists. " 








Syntex Laboratories, Inc 
Palo Alto, California 94304 


*Previously available in 30 gram tube size 


Please see following page for summary of prescribing information. 
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SYNALAR* (fluocinolone acetonide) cream 0.025%, 0.01% 
SYNALAR* (fluocinolone acetonide) ointment 0.025% 
SYNALAR-HP® (fluocinolone acetonide) cream 0.2% 
SYNEMOL* (fluocinolone acetonide) cream 0.025% 


DESCRIPTION SYNALAR® and SYNEMOL® (fluocinolone 
acetonide) have the chemical name 6a, 9a-difluoro- 
16a-hydroxyprednisolone- 16, 17-acetonide. 

SYNALAR cream 0.02596, cream 0.01% — The cream con- 
tains fluocinolone acetonide 0.25 mg. /g. or 0.1mg./g. in 
a water-washable aqueous base of stearic acid, 
propylene glycol, sorbitan monostearate and monoole- 
ate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 
SYNALAR ointment 0.025% — The ointment contains fluo- 
cinolone acetonide 0.25 mg./g. in a white petrolatum 
U.S.P. vehicle. 

SYNALAR-HP (fluocinolone acetonide) cream 0.295 — 
The cream contains fluocinolone acetonide 2 mg./g. in 
a water-washable aqueous base of stearyl alcohol, 
cetyl alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and cit- 
ric acid with methylparaben and propylparaben as 
preservatives. 

SYNEMOL (fluocinolone acetonide) cream 0.025% — The 
cream contains fluocinolone acetonide 0.25 mg./g. in 
a water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol. 
sorbitan monostearate, polysorbate 60. purified water 
and citric acid. 

INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 
SYNALAR-HP* (fluocinolone acetonide) cream 0.2% 
should not be used on infants up to two years of age. 
PRECAUTIONS If irritation develops, the ointment should 
be discontinued and appropriate therapy instituted. In 
the presence of an infection, the use of an appropriate 
antifungal or antibacterial agent should be instituted. If 
a favorable response does not occur promptly, the cor- 
ticosteroid ointment should be discontinued until the 
infection has been adequately controlled. If extensive 
areas are treated or if occlusive technique is used, there 
will be increased systemic absorption of the corticoste- 
roid and suitable precautions should be taken, particu- 
larly in children and infants. Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in pregnant 
women has not absolutely been established. In labora- 
tory animals, increases in incidences of fetal abnormal- 
ities have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts for prolonged periods of time. These 
products are not for ophthamic use. 

SYNALAR-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material. 

ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning. itching. irritation, dryness, folliculitis, hypertri- 
chosis, acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration of 
the skin, secondary infection, skin atrophy, striae, 
miliaria. 

HOW SUPPLIED: SYNALAR® (fluocinolone acetonide) 
Cream 0.025% — 15, 30 and 60 g. tubes and 120 and 425 
g. jars. Cream 0.01% — 15, 45 and 60g. tubes and 120 
and 425 g. jars. Ointment 0.025% — 15, 30 and 60 g. tubes 
and 425 g. jars. SYNALAR-HP* (fluocinolone acetonide) 
Cream 0.2% —12 g. tubes. SYNEMOL* (fluocinolone 
acetonide) Cream 0.025% — 15, 30 and 60 g. tubes. 
These preparations are available on prescription only. 


NEO-SYNALAR* cream [neomycin sulfate 0.5% (0.35% 
neomycin base), fluocinolone acetonide 0.025%] 


DESCRIPTION NEO-SYNALAR cream contains fluocin- 
olone acetonide, which has the chemical formula óa, 
9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide. 
The cream contains neomycin sulfate 5 mg./g. (3.5 
mg./g. neomycin base) and fluocinolone acetonide 
0.25 mg./g. in a water-washable aqueous base of 
stearic acid, propylene glycol, sorbitan monostearate 
and monooleate, polysorbate 60 and purified water with 
methylparaben and propylparaben as preservatives. 


INDICATIONS Based on a review of this drug by the 
National Academy of Sciences— National Research 
Council and/or other information, FDA has classified the 
indications as follows: “Possibly” effective: For topical 
use in the adjunctive management of acute or chronio 
dermatoses where the dermatoses are initially infected 
or develop infection during treatment, when such infec- 
lions are caused by organisms susceptible to neomycin. 
These include: atopic dermatitis, neurodermatitis, con- 
tact dermatitis, seborrheic dermatitis, eczematous 
dermatitis, pruritis ani, lichen simplex chronicus, post- 
anal surgical infections, nummular eczema, stasis der- 
matitis, intertrigo, exfoliative dermatitis, intertriginous 
psoriasis. Final classification of the less-than-effective 
indications requires further investigation. 


CONTRAINDICATIONS Topical steroids are contraindi- 
cated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 

WARNINGS If local infection should continue or become 
severe, or in the presence of systemic infection, appro- 
priate systemic antibacterial therapy, based on suscep- 
tibility testing, should be considered. Because of the 
potential hazard of nephrotoxicity and ototoxicity, pro- 
longed use or use of large amounts of this product should 
be avoided in the treatment of skin infections followina 





extensive burns, trophic ulceration, and other conditions 


where absorption of neomycin is possible. There are ar- 
ticles in the current medical literature that indicate an 
increase in the prevalence of persons sensitive to 
neomycin. 

PRECAUTIONS If irritation develops. the cream should be 
discontinued and appropriate therapy instituted. As 
with all antibiotics, prolonged use may result in over- 
growth of nonsusceptible organisms. If superinfection 
occurs, appropriate measures should be taken. If exten- 
sive areas are treated or if occlusive technique is used, 
there will be increased systemic absorption of the corti- 
costeroid and suitable precautions should be taken. 
particularly in children and infants. Although topical 
steroids have not been reported to have an adverse ef- 
fect on human pregnancy, the safety of their use in preg- 
nant women has not absolutely been established. In 
laboratory animals, increases in incidences of fetal ab- 
normalities have been associated with exposure of ges- 
tating females to topical corticosteroids, in some cases 
at rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts or for prolonged periods of time. NEO- 
SYNALAR cream is not for ophthalmic use. 

ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning, itching. irritation, dryness, folliculitis, hypertri- 
chosis, acneform eruptions, hypopigmentation, peri- 
oral dermatitis, allergic contact dermatitis, maceration 
of the skin. secondary infection, skin atrophy. striae. 
miliaria. The following adverse reactions have been re- 
ported with the topical use of neomycin: ototoxicity. 
nephrotoxicity. 

HOW SUPPLIED: NEO-SYNALAR* Cream — 15, 30 and 60 g. 
tubes. This preparation is available on prescription only. 


LIDEX* (fluocinonide) cream 0.05% 
LIDEX* (fluocinonide) ointment 0.05% 
LIDEX*-E (fluocinonide) cream 0.05% 
TOPSYN* (fluocinonide) gel 0.05% 


DESCRIPTION LIDEX* cream 0.05%, LIDEX* ointment 
0.05%, LIDEX*-E cream 0.05% and TOPSYN* gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro-118. 
lóa, 17, 21-tetrahydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 21-acetate. 

LIDEX cream contains fluocinonide 0.5 mg./g. in FAPG* 
cream, a specially formulated cream base consisting of 
stearyl alcohol, polyethylene glycol 6000, propylene 
glycol 1,2,6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and com- 
pletely water miscible. The base provides emollient and 
hydrophilic properties. In this formulation the active 
ingredient is totally in solution. 

LIDEX ointment contains fluocinonide 0.5 mg./g. in a 
specially formulated ointment base consisting of Amer- 
chol CAB (mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene glycol. 
It provides the occlusive and emollient effects desir- 
able in an ointment. In this formulation the active ingre- 
dient is totally in solution. 

LIDEX-E cream contains fluocinonide 0.5 mg./g. in a 
water-washable aqueous emollient base of stearyl alco- 
hol, cetyl alcohol. mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, citric acid and puri- 
fied water. 

TOPSYN gel contains fluocinonide 0.5 mg./g. in a spe- 
cially formulated gel base consisting of propylene gly- 
col, propyl gallate, edetate disodium, and Carbopol 
940 (carboxypolymethylene) with NaOH and/or HCI 
added to adjust the pH. This clear, colorless, thixotropic 
vehicle is greaseless, non-staining and completely 
water miscible. In this formulation, the active ingredient 
is totally in solution. 

INDICATIONS For relief of the inflammatory manifesta- 
tions of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS Topical steroids are contrain- 
dicated in those patients with a history of hypersensitivity 
to any of the components of the preparation. 
PRECAUTIONS If irritation develops, the cream should be 
discontinued and appropriate therapy instituted. In the 
presence of an infection, the use of an appropriate anti- 
fungal or antibacterial agent should be instituted. If a 
favorable response does not occur promptly. the corti- 
costeroid cream should be discontinued until the infec- 
tion has been adequately controlled. If extensive areas 
are treated or if occlusive technique is used, there will be 
increased systemic absorption of the corticosteroid and 
suitable precautions should be taken, particularly in 
children and infants. Although topical steroids have not 
been reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant women 
has not absolutely been established. In laboratory ani- 
mals, increases in incidences of fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients, in 
large amounts or for prolonged periods of time. These 
products are not for ophthalmic use. 

ADVERSE REACTIONS The following local adverse reac- 
tions have been reported with topical corticosteroids: 
burning. itching. irritation, dryness, folliculitis, hypertri- 
chosis, acneform eruptions, hypopigmentoation. 
perioral dermatitis, allergic contact dermatitis, macer- 
ation of the skin, secondary infection, skin atrophy. 
striae, miliaria. 


HOW SUPPLIED: LIDEX* (fluocinonide) Cream 0.05% — 15, 
30 and 60 g. tubes. LIDEX* (fluocinonide) Ointment 
0.05% — 15, 30 and 60 g. tubes. LIDEX*-E (fluocinonide) 
Cream 0.05% — 15, 30 and 60 g. tubes. TOPSYN® (fluo- 
cinonide) Gel 0.05% — 15. 30 and 60 a. tubes. 
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Makes The Difference 
in Acne Therapy 


(5 or 10% Benzoyl Peroxide, 6% Laureth-4) 


CLINICAL EFFICACY—reduced surface P acnes 

99.9% in 3 days* 

i ANTIBACTERIAL and COMEDOLYTIC ACTIONS 

E ENHANCED ACTIVITY: benzoyl peroxide plus laureth-4 

8 NO ALCOHOL or ACETONE sting—can be applied immediately 
after washing without alcohol or acetone sting 

NO POTENTIALLY SENSITIZING Perfume 

VERIFIED STABILITY*—for consistent therapeutic response 
INCREASED VISCOSITY for ease of application 


E COMPATIBILITY—no alcohol to interfere with other acne 


regimens 
1 PATIENT ECONOMY—now available in a MUR 3-0Z. size 


*Data on file, Westwood Pharmaceuticals Inc. 


LUESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 


In Canada, Belleville, Ontario K8N 5E9 
© 1978, W.P. Inc. 


Desquam-X®5 contains 5% Benzoy! perox- 
ide, 6% laureth-4, carbomer-940, di-isopropa- 
nolamine, disodium edetate and water. 


Desquam-X®10 contains 10% Benzoyl per- 
oxide, 696 laureth-4, carbomer-940, di-isopro- 
panolamine, disodium edetate and water. | 


CONTRAINDICATIONS: Not to be used in pa- 
tients known to be sensitive to any ingredient. of 
Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and 
mucous membranes. For external use only. 
Keep this and all drugs out of the reach of 
children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. (42.59) 

3 oz. (85g) 
CAUTION: Federal law prohibits dispensing 
without prescription. 
For full prescribing information, see parage 
insert. 


Published by the American Medical Association March 1979 
Volume 115, Number 3 
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e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 


$3.50 


Order Dept./OP-22 S/J 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


Please send... copy(ies) of THE MEDICAL DIREC- 
TOR IN THE LONG-TERM CARE FACILITY, OP-22, at 
$3.50 each. Enclosed is $. — 1 1. , payable to the 
AMA. 


Name 
Address 
City/State/Zip 


pou ee m tm m m m ven od t == 


— 


-P the: -ne hell-.... 





+ Soothes and cleans sensitive 
skin, and helps bring 
their guards down... 


: Hiding their embarrassment compounds the misery. Incessant 
picking and rubbing of acne lesions often causes more irritation 
Urge them to wash with soap-free ACNAVEEN'" Bar, logical 
adjunctive therapy in whatever treatment you ve chosen: 


e 2% Salicylic acid and 2% sulfur provide a peeling and drying effect. 
* Aveeno Colloidal Oatmeal soothes the skin and reduces irritation. 
ACNAVEEN" BAR: Special mild cleansing bar for acne. 
Available in 3.5 oz. bars 


I (ope! Cooper Laboratories, Inc., Wayne, New Jersey 07470 









Instructions for Authors 


Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1753 West Congress 
Parkway-Jelke-1, Chicago, IL 60612. Manuscripts are received 
with the understanding that they are not under simultaneous 
consideration by another publication. Accepted manuscripts 
become the permanent property of the ARCHIVES and may not be 
published elsewhere without permission from the publisher 
(AMA). 

In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.—All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 
x 28cm (8% x 11-inch), heavy-duty white bond paper. Ample 
margins should be provided. 

Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.—Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.—Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.—List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
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title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, aAd name of trans- 
lator should be included when appropriate. The author is respon- 
sible for the accuracy and completeness of the references and for 
their correct text citation. 


Metrication.— All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


Illustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

An experienced medical illustrator should be employed when- 
ever possible for the preparation of all artwork. Template 
lettering or preset type is preferred to hand-lettered labels. If 
halftone artwork with labels is submitted, affix type and leaders 
to a clear acetate overlay registered to the base drawing. Labels 
and leaders should be applied directly to the drawing board 
surface if the artwork consists only of line ink technique. 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Length should be limited to a maximum 
of 40 words. 


Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 


Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES after the manuscript has been formally 
accepted. 


Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.—Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-cm (8% x 11-inch) paper. 


Do not use larger size paper. If a table must be continued, use a * 


second sheet and repeat all heads and stubs. Each table must have 
a title. 
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e RAPID'AND PERSISTENT BACTERICIDAL ACTION AGAINST 
A WIDE RANGE OF MICROORGANISMS 


e VIRTUALLY NON-IRRITATING...WITH AN EXTREMELY - e 
LOW POTENTIAL FOR SENSITIZATION 


° AS ELEGANT A$ IT IS EFFECTIVE 








x STUART PHARMACEUTICALS 
Division of ICI Americas Inc 
Wilmington. Delaware 19897 
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griseofulvin ultramicrosize 
Tablets 125 mg 


ultramicrosize for ultra-absorption 


Briet Summary of Prescribing Information 

ACTION: Human Pharmacology—The peak plasma level found in fasting adults 
oen Aak g of Gris-PEG occurs at about four hours and ranges between 0.37 to 1.6 
mcg/ml. 

Comparable studies with microsize griseofulvin indicated that the peak plasma level 
found in fasting adults given 0.5 g occurs at about four hours and ranges between 0.44 
to 1.2 mcg/ml. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline formu- 
lation of Gris-PEG is approximately twice that of conventional microsized griseofulvin. 
This factor permits the oral intake of half as much griseofulvin per tablet but there is 
no evidence, at this time, that this confers any significant clinical differences in regard 
to safety and efficacy. 

INDICATIONS: Gris-PEG (griseofulvin ultramicrosize) is indicated for the treatment 
of the following ringworm infections: Tinea corporis (ringworm of the body), Tinea pedis 
(athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae (barber's itch), Tinea 
capitis (ringworm of the scalp), and Tinea unguium (onychomycosis, ringworm of the 
nails), when caused by one or more of the following genera of fungi: Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Trichophyton interdigi- 
talis, Trichophyton verrucosum, Trichophyton megnini, Trichophyton gallinae, Tricho- 
phyton crateriform, Trichophyton sulphureum, Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum gypseum and Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the infection should be 
identified. The use of the drug is not justified in minor or trivial infections which 
will respond to topical agents alone. Griseofulvin is NOT effective in the following: 


Bacterial infections, Candidiasis (Moniliasis), Histoplasmosis, Actinomycosis, Sporotri- 
chosis, Chromoblastomycosis, Coccidioidomycosis, North American Blastomycosis, 
Cryptococcosis (Torulosis), Tinea versicolor and Nocardiosis. 
CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage—Safety and Efficacy of Griseofulvin for Prophy- 
laxis of Fungal Infections Has Not Been Established. Animal Toxicology—Chronic 
feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, resulted in the 
development of liver tumors in several strains of mice, particularly in males. Smaller 
particle sizes result in an enhanced effect. Lower oral dosage levels have not been 
tested. Subcutaneous administration of relatively small doses of griseofulvin, once a 
week, during the first three weeks of life has also been reported to induce hepatomata 
in mice. Although studies in other animal species have not yielded evidence of tumori- 
genicity, these studies were not of adequate design to form a basis for conclusions in 
this regard. In subacute toxicity studies, orally administered griseofulvin produced 
hepatocellular necrosis in mice, but this has not been seen in other species. Dis- 
turbances in porphyrin metabolism have been reported in griseofulvin treated labora- 
tory animals. Griseofulvin has been reported to have a colchicine-like effect on mitosis 
and cocarcinogenicity with methylcholanthrene in cutaneous tumor induction in labo- 
ratory animals. Usage in Pregnancy —The safety of this drug during pregnancy has not 
been established. Anima! Reproduction Studies—|t has been reported in the literature 
that griseofulvin was found to be embryotoxic and teratogenic on oral administration 
to pregnant rats. Pups with abnormalities have been reported in the litters of a few 


bitches treated with griseofulvin. Additional animal reproduction studies are in prog- . 


~ 


As innovative today as it was 
when it introduced a new era 





in griseofulvin therapy 





* A patent is pending on the unique delivery system as it represents an advance in 
pharmaceutical technology which enhances dissolution and absorption 


^^ e Absorption nearly complete (99%) without fatty meals. The absorption of microsize 
griseofulvin in man has been found to average 43%* 


* 


z 
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* Because it's biologically equivalent to 250 mg of griseofulvin microsize, Gris-PEG is 


effective at /5 the dose 


* Proven in clinical trials and usage for three years 


e Convenient, flexible dosage schedule...one tablet twice per day or two tablets once 


per day 


e Effective in all Tinea infections caused by fungi from genera known to be sensitive 


to griseofulvin 


* Economical for patients 


Æ Data on file, Dorsey Laboratories 


© 1979 Dorsey Laboratories/Division of Sandoz, Inc. 
10790 


ress. Suppression of spermatogenesis has been reported to occur in rats, but investi- 
gation in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived from 
species of Penicillium, the possibility of cross sensitivity with penicillin exists; however, 
known penicillin-sensitive patients have been treated without difficulty. Since a photo- 
sensitivity reaction is occasionally associated with griseofulvin therapy, patients should 
be warned to avoid exposure to intense natural or artificial sunlight. Should a photo- 
sensitivity reaction occur, lupus erythematosus may be aggravated. Griseofulvin de- 
creases the activity of warfarin-type anticoagulants so that patients receiving these 
drugs concomitantly may require dosage adjustment of the anticoagulant during and 
after griseofulvin therapy. Barbiturates usually depress griseofulvin activity and con- 
comitant administration may require a dosage adjustment of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and im- 
pairment of performance of routine activities. Proteinuria and leukopenia have been 
reported rarely. Administration of the drug should be discontinued if granulocytopenia 
occurs. When rare, serious reactions occur with griseofulvin, they are usually asso- 
ciated with high dosages, long periods of therapy, or both. 


$m 

Dorsey 
LABORATORIES 

Division of Sandoz, Inc. * LINCOLN, NEBRASKA 68501 


DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection or 
reinfection. Concomitant use of appropriate topical agents is usually required particu- 
larly in treatment of tinea pedis. An oral dose of 250 mg of Gris-PEG (griseofulvin 
ultramicrosize) is biologically equivalent to 500 mg of griseofulvin (microsized) 
USP (see ACTION Human Pharmacology). Adults: A daily dose of 250 mg will give 
a satisfactory response in most patients with tinea corporis, tinea cruris and tinea 
capitis. One 125 mg tablet twice per day or two 125 mg tablets once per day is the usual 
dosage. For those fungal infections more difficult to eradicate such as tinea pedis 
and tinea unguium, a divided daily dose of 500 mg is recommended. In all cases, the 
dosage should be individualized. Children: Approximately 5 mg per kilogram (2.5 mg 
per pound) of body weight per day is an effective dose for most children. On this basis 
the following dosage schedule for children is suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 125 mg to 250 mg daily; children weighing 15-25 
kilograms (approximately 30 to 50 pounds) 62.5 mg to 125 mg daily; children 2 years 
of age and younger, dosage has not been established. Dosage should be individualized, 
as is done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the medication 
is not continued until the infecting organism is eradicated. 


(For complete details , please see full prescribing information.) 
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'Florone onwent 


CREAM 
diflorasone diacetate 005% 




























j- 
* 
IN SATURATED SOLUTION'—NOT A SUSPENSION— 

T Optimized Florone 
Effective in psoriasis and eczematous dermatoses vehicles enhance steroid 
Both Florone Ointment and Florone Cream have been Apg v - € 
extensively studied at varying daily dosage applications and I ese Onai Aala a 
have been shown equieffective to other topical corticoste- optimized; that is, Florone 
roids in psoriasis and most eczematous dermatoses includ- b, 5 ore heaping a 
ing atopic dermatitis, neurodermatitis, contact dermatitis, y BS saturated solution. 
nummular dermatitis, and seborrhea. > 
Why steroid-responsive dermatoses ALS rere 
respond to Florone in both Florone 
The intrinsic anti-inflammatory potency of Florone, a new formulations, and the fact 
fluorinated steroid, is unsurpassed by any topical cortico- etii ut oi 
steroid now available. Penetration of this potent and lipo- — 
philic steroid to the lesion is enhanced because the Florone Leld priis Li the ; 

# delivery systems have been optimized. dissolving tua inthe 
Free of parabens ES 
Both Florone Ointment and Florone Cream formulations are 
free of potentially sensitizing parabens. 

* Systemic absorption is normally not a clinical problem. If (b) enhances the release 
* extensive areas are to be treated, precautions should be d ih sede from the vehicle 
taken, since increased systemic absorption may occur. 
Florone Ointment: 15 and 30 gram tubes 
A highly lubricating formulation recommended for dry 
and scaly lesions. c) enhances the rate 
p pam of diffusion of Florone into 
Florone Cream: 15 and 30 gram tubes the skin 
. . Recommended for moist lesions or moist body areas. 


*The clinical significance of topical steroid formulations 


in saturated solutions has not been ascertained. 


Please see next page for brief summary 
‘of prescribing information. 








© 1978 The Upjohn Company 


a dosage choice 
for common 
steroid-responsive 
dermatoses 


NEW ] 
Florone onm 
® 
| S CREAM 
diflorasone diacetate 005% 


Indications 
Topicaly as adjunctive therapy for inflammation in 
steroid-responsive dermatoses. 


Contraindications 
Contraindicated in vaccinia, varicella, and those patients 
with hypersensitivity to any of the components. 


Precautions 

If irritation develops, discontinue and treat appropriately. If 
infection is present, use with appropriate therapy or 
withhold steroid until infection is controlled. If extensive 
areas are treated, take precautions against systemic 
absorption. Do not use extensively, in large amounts, or 
for prolonged periods in pregnant women. Not for oph- 
thalmic use. 


Occlusive dressing increases percutaneous absorption; 
extensive use may cause systemic effects. If large areas 
are treated, use sequentially and observe patient closely. 
May cause steroid withdrawal. Discontinue if body tem- 
perature rises, sensitivity reaction or infection develops. 


Adverse Reactions 

Burning, itching, irritation, striae, skin atrophy, secondary 
infection, dryness, folliculitis, hypertrichosis, acneform 
eruptions, and hypopigmentation. With occlusive dress- 
ings: maceration of the skin, secondary infection, skin 
atrophy, striae, and miliaria. 


Dosage and Administration 
Ointment: Apply one to three times daily. 
Cream: Apply two to four times daily. 


How Supplied 
Ointment or Cream 0.0596 in 15 and 30 gm tubes. 


CAUTION: Federal law prohibits dispensing without pre- 
scription. 


MED B-1-S — J-5902-4 September 1978 





The Upjohn Company 
Kalamazoo, Michigan 49001 
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SUN tonga 


A A safe, 
economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


e Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


@ Proved clinically safe * 
(report on request). 


r" =æ æ æ æ FOR PHYSICIAN ORDERING m um um um nay 


GENERAL MEDICAL CO., Dept D-107 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
[] INVOICE AFTER 30 DAYS 
[] CHECK ENCLOSED 
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| MINOCYCLINE HCI 
adjunctive therapy 


for severe acne vulgaris 
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Patient with Grade Ill acne before Patient with acne vulgaris clearing after 44 days 
MINOCIN therapy. of MINOCIN therapy. 


BUT WHAT ABOUT TODAY... 


Oral and Intravenous Brief Summary during tooth development (last half of pregnancy, infancy and child- BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side ~ 
Contraindications: Hypersensitivity to any tetracycline. hood to the age of 8 years) may cause permanent discoloration of the effects (lightheadedness, dizziness, vertigo) have been reported, may 
Warnings: Intravenous use, particularly in pregnancy, in daily doses teeth (yellow-gray-brown). This is more common during long-term use disappear during therapy, and always disappear rapidly when drug 
exceeding 2 grams has been associated with deaths through liver but has been observed following repeated short-term courses. Enamel is discontinued. Caution patients who experience these symptoms 

failure. When need for intensive treatment outweighs potential dan- hypoplasia has also been reported. Tetracyclines, therefore, should about driving vehicles or using hazardous machinery while taking this 

gers, perform renal and liver function tests before and during therapy; not be used in this age group unless other drugs are not likely to be drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 

also follow serum concentrations. In renal impairment, usual doses effective or are contraindicated. Photosensitivity manifested by an are found in fetal tissues, and can have toxic effects on the developing 





may lead to excessive accumulation and liver toxicity. Under such exaggerated sunburn reaction has been observed in some individuals fetus (often related to retardation of skeletal development). Embryo- 
conditions, use lower total doses, and, in prolonged therapy, determine taking tetracyclines. Advise patients apt to be exposed to direct toxicity has been noted in animals treated early in pregnancy. New- 
serum levels. This hazard is of particular importance in I.V. use in sunlight or ultraviolet light that such reaction can occur, and discon- borns, infants and children: All tetracyclines form a stable calcium 
pregnant or postpartum patients with pyelonephritis. In such cases, tinue treatment at first evidence of skin erythema. Studies to date complex in any bone-forming tissue. Prematures, given oral doses of 
the blood level should not exceed 15 mcgm/ml. and liver function indicate that photosensitivity is rarely reported with MINOCIN 29 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 


- tests should be made at frequent intervals. Do not prescribe other Minocycline HCI. In patients with significantly impaired renal func- — rate, reversible when drug was discontinued. Tetracyclines are present 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines tion, the antianabolic action of tetracycline may cause an increase in in the milk of lactating women who are taking a drug in this class. 


(cont d) 


MINOCIN =- 
MINOCYCLINE HCI j 
adjunctive therapy  - 
for severe 
acne vulgaris 


SHE'S DOING 
WELL TODAY 


/ 


MINOCIN Minocycline HCI 

Oral and Intravenous Brief Summary (continued) 

Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In venereal diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may require downward adjustment of such 
dosage. Test for organ system dysfunction (e.g.. renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicillin 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region 


Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above (‘Warnings’). Renal 
toxicity: rise in BUN, dose-related (see " Warnings '). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus 
In young infants, bulging fontanels have been reported following full 


therapeutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 


CNS: (see Warnings”). When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to occur 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 


Minocycline HCI is not notably influenced by foods and dairy products. 





CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. ` 
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EFFECTIVENESS LISTING 
b ATOPIC DERMATITIS 


8 patients; 100% improved? 
(0.1% Cream) 
82 patients; 100% improved® 
(0.1% Cream) 
27 patients; 96% improved"? 
(0.1% Cream) 
14 patients; 100% improved? 
(0.1% Cream) 
171 patients; 92% improved? 
(0.196 Solution) 
249 patients; 9296 improved"? 
(0.02596 Cream) 
214 patients; 9596 improved?° 
(0.196 Ointment) 
247 patients; 93% improved?’ 
(0.02596 Ointment) 


) CONTACT DERMATITIS 


33 patients; 10096 improved' 
(0.1% Cream) 


) ECZEMATOID DERMATITI 


23 patients; 7896 improved? 
(0.196 Cream) 
204 patients; 95% improved? 
(0.195 Cream) 
65 patients (12 with occlusion); 
100% improved? (0.1% Cream) 
252 patients; 97% improved"? 
(0.196 Cream) 
20 patients; 10096 improved"? 
(0.196 Cream) 


©1979 E.R.Squibb & Sons, Inc. 359-502 


8 patients; 100% improved? 
(0.196 Cream) 


) NEURODERMATITIS 


12 patients; 83% improved? 
(0.196 Cream) 

18 patients; 8996 improved® 
(0.196 Cream) 


> PSORIASIS 


45 patients; 95% improved? 
(0.196 Cream) 
153 patients; 94% improved* 
(0.196 Cream) 
23 patients; 96% improved" 
(0.196 Cream) 
45 patients (17 with occlusion); 
95.596 improved? (0.196 Cream) 
49 patients (with overnight 
occlusion); 
9696 improved? (0.195 Cream) 
140 patients; 94% improved’? 
(0.196 Cream) 
S 53 patients; 98% improved’? 
(0.196 Cream) 
32 patients; 100% improved"? 
(0.196 Cream) 
60 patients; 95% improved" 
(0.196 Cream) 
50 patients; 96% improved'* 
(0.196 Cream) 
27 patients; 96% improved"® 
(0.1% Solution) 


HALOG*(HALCINONIDE) 


105 patients; 100% improved"? 
(0.196 Cream) 

194 patients; 78% improved'* 
(0.196 Solution) 

184 patients; 72% improved'? 
(0.02596 Cream) 

166 patients; 8796 improved?° 
(0.196 Ointment) 

279 patients; 73.596 improved?' 
(0.02596 Ointment) 


> LOCAL 
ADVERSE REACTIONS 


O%of 33 patients! (0.1% Cream) 
?e of 88 patients? (0.1% Cream) 
3% of 140 patients? (0.1% Cream) 
O95 0f 59patients* (0.1% Cream) 
1% of 457 patients* (0.1% Cream) 
O96 0f 23patients" (0.196 Cream) 
096 of 132 patients* (0.1% Cream) 
(0. ) 

(O ) 

(O. ) 

( ) 

(O. 


0 
0 


% Of 49 patients? (0.1% Cream 
5% of 410 patients'* (0.196 Cream 
O96 of 27 patients"' (0.1% Cream 
2% of 100 patients'? (0.1% Cream 
2950f 5Opatients'* (0.1% Cream) 
O96 0f 27 patients'*(0.196 Solution) 


2.6% of 380 patients'$(O.196 Solution) 


0% (Draize Test) of 251 volunteers'? 
(0.196 Solution) 


3% of 456 patients'9(0.025% Cream) 


O96 (Draize Test) of 220 volunteers’? 
(0.025% Cream) 

0.25% of 400 pts?*(0.196 Ointment) 

O96 (Draize Test) of 251 volunteers?° 
(0.195 Ointment) 


0.7% of 542 pts?'(0.025*6 Ointment) 


P HALOG CREAM 0.1% 


Halcinonide Cream 0.1% 


Contact Dermatitis (33 patients), 
97% improved’ 

Atopic Dermatitis, Psoriasis, 
Eczematoid Dermatitis, 
Neurodermatitis 
(88 patients); 90% improved? 

Psoriasis (23 patients); 

9696 improved" 

Psoriasis (49 patients); 

96% improved? (with overnight 
occlusion) 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis, 
Neurodermatitis 
(47 patients); 98% improved*^ 

Psoriasis(60 pts}95% improved'* 


Neurodermatitis, Atopic Dermatitis, 
Psoriasis, Eczematoid Dermatitis 


(59 patients); 98% improved*5 
Psoriasis (50 patients); 

9696 improved’: 
Atopic Dermatitis, Psoriasis, 

Neurodermatitis, 

Eczematoid Dermatitis 

(457 patients); 96% improved® 
Psoriasis (105 patients); 

100% improved" 
Eczematoid Dermatitis, 

Psoriasis (110 patients— 

12 eczematoid 

anc 17 psoriasis cases 

had occlusive . 

dressings); 98% improved? 
Atopic Dermatitis, Eczematoid 

Dermatitis, Psoriasis 

(27 patients); 88% improved" 
Eczematoid Dermatitis, Psoriasis 

(392 patients); 96% improved’? 
Eczematoid Dermatitis, Atopic 

Dermatitis, Psoriasis 


(100 patients); 98% improved’? 
Atopic Dermatitis, Psoriasis, 

Eczematoid Dermatitis „ 

(54 patients); 100% improved"? 


> HALOG SOLUTION 0.1% 


Halcinonide Solution 0.1% 


Psoriasis (27 patients); 
96?5improved'* | 

Atopic Dermatitis (171 patients); 
92% improved’? 

Psoriasis (194 patients); 
78% improved'* 


P HALOG OINTMENT 0.1% 
Halcinonide Ointment 0.1% 


Atopic Dermatitis (214 patients): 
95% improved?° 

Psoriasis (166 patients): 
87% improved?? 


P HALOG CREAM 0.025% 


Halcinonide Cream 0.025% 


Psoriasis (184 patients ); 
72% improved'? 

Atopic Dermatitis (249 patients); 
92% improved"? 


P HALOG OINTMENT 0.025% 


Halcinonide Ointment 0.025% 


Atopic Dermatitis (247 patients); 
93% improved?" 
Psoriasis (279 pts); 73.5% improved?" 
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HALOG* (HALCINONIDE) 


HALOG®(Halcinonide) 
CREAM/OINTMENT/SOLUTION 
Halog Cream 0.025% (Halcinonide Cream 

- 0.025%) and Halog Cream 0.1% (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 
cinonide per gram, respectively, in a specially for- 
mulated cream base. Halog Ointment 0.025% 
(Halcinonide Ointment 0.025%) and Halog Oint- 
ment 0.1% (Halcinonide Ointment 0.1%) contain 
0.25 mg and 1 mg halcinonide per gram, respec- 
tively, in Plastibase® (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 
PRECAUTIONS: General — f irritation develops, 
discontinue the product and institute appropriate 
therapy. In presence of an infection, institute use of 
a suitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid until the infection has 
been adequately controlled. If extensive areas are 
treated or if the occlusive technique is used, there 
will be increased systemic absorption of the cor- 
ticosteroid and suitable precautions should be 
taken, particularly in children and infants. These 
preparations are not for ophthalmic use. 
Usage in Pregnancy —Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in preg- 
nant women has not been absolutely established. 
In laboratory animals, increases in incidence of 
fetal abnormalities have been associated with ex- 
posure of gestating females to topical corticoste- 
roids—in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, 
orfor prolonged periods of time. 
Occlusive Dressing Technique —The use of occlu- 
sive dressing increases the percutaneous absorp- 
tion of corticosteroids. For patients with extensive 
lesions it may be preferable to use a sequential 
approach, occluding one portion of the body at a 
time. Keep the patient under close observation if 
treated with the occlusive technique over large 
areas and over a considerable period of time. Occa- 
sionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 
paired if large areas of the body are covered. Dis- 
continue use of the occlusive dressing if elevation of 
the body temperature occurs. Occasionally, a pa- 
tient may develop a sensitivity reaction to a particu- 
lar occlusive dressing material or adhesive and a 
substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial 
therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive dressings: 
burning sensations, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, 
perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secon- 
dary infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 

inserts. 

.HOW SUPPLIED: 0.025% Cream in tubes of 15g 
and 60 g and in jars of 240 g (8 oz); 0.1% Cream 
in tubes of 15g, 30g, and 60 g and in jars of 240g 
(8 oz); 0.025% Ointment in tubes of 15 g and 60g 
and in jars of 240 g (8 oz); 0.1% Ointment in tubes 





* of 15g, 30g, and 60 gand in jars of 240 g (8 oz); 


0.196-Solution in plastic squeeze bottles of 20 ml 
and 60 ml. 
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a quick reference 
to the AMA’s large collection 
of medical films 


and its yours free 
with the coupon below 


You'll find nearly 100 pages of on loan basis for a slight service 
medical motion picture titles and charge. 

descriptions in this new catalog— 

well over 300 titles and many of 

them brand new! All are available 


American Medical Association S/J 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ATTN: Dept. of Audio Visual 

Self Learning Programs. 


Please send me your catalog: 
AMA Medical Health Film Library 
1976 
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Edited and with contributions by 
FREDERICK HELM, M.D., F.A.C.P., F.R.C.P.(C) 


| 
| — Assistant Clinical Professor in Medicine (Dermatology) 

: State University of New York at Buffalo 

j Chief, Dermatology Section 

Millard Fillmore Hospital 

P Cancer Research Dermatologist, Department of Dermatology 
4 Roswell Park Memorial Institute 

f Buffalo, New York 


... (39 Contributors) 


Taking a practical, clinical approach, this book concisely presents 
current knowledge of skin cancer and the cutaneous manifesta- 
tions associated with internal malignancies. Dealing with diagnosis 
and management of premalignant and malignant lesions of the skin, 
the topics are presented in a didactic, logical manner that enables 
the reader to arrive at an appropriate diagnosis and choose the best 
available therapy. A multi-disciplinary, comprehensive team ap- 
proach is stressed throughout. Contributions to the text come from 
eminent specialists in dermatology, plastic surgery, radiology, 
pathology, oncology, and dentistry. 
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In the first section of the book, etiology, epidemiology, carcino- 
genesis, relationship of trauma and cancer, and genetic aspects of 
skin cancer are discussed. In the second section, the different pre- 





p- de i un x 
|. cancerous and cancerous conditions are outlined including soft 

- . tissue sarcomas, malignant tumors of lymph and blood vessels, 

3 lymphomas and multiple myeloma. Separate chapters are devoted 

BE to malignant tumors of the oral cavity, cutaneous markers of in- 

ternal malignancies and pseudo-malignancies. In the concluding 

- . Section, such diagnostic procedures as cytodiagnosis and skin biop- | ; ; 

(SY are outlined. Suggestions regarding prevention of skin malig- V c pear use ael i uir cae 

E nancies are enumerated. Research goals, and the latest in different lymph vessel infarct) (x140). (From Helm, F., and Klein, E.: Cutaneous 

|... treatment modalities such as surgery, ionizing radiation, electro- clues to malignant disease. J. Surg. Oncol., 6:481, 1974.) 

. surgery, Moh's chemosurgical technique, topical and systemic 

i chemotherapy, and immunotherapy are discussed. Advantages 501 pages (7 x 10), 314 illustrations 

and disadvantages of the different methods of treatment are set (includes 19 illus. on 3 full-color plates) 

E s $45.00 

i; orth. 

The student of dermatology will be able to follow the format of Published January, 1979 

this book with ease, but also the experienced clinician should bene- pes Hi rire : 

| fit greatly from the chapters written by specialists in other fields. C. No. 78- ! 


The family physician, general practitioner, pediatrician, internist, 
pathologist, and others who have to deal with dermatologic on- | 2a G Febi Qf T 
cology will appreciate the practical approach used in this book. 


600 South Washington Square, Philadelphia, Pennsylvania 19106 | 
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SSE 1 da Whether you choose regular 
ss m AQUACARE or “high potency" 
AQUACARE/HP, you'll find that holding 
water is only one of the things they do well. 


AQUACARE’/HP for the more severe dry skin problems. With the superb moisturizing 
capability provided by 10% urea, AQUACARE/HP restores suppleness even to severely xerotic skin. 
Enhanced by the hygroscopic action of glycerin, the active water phase (water, urea and glycerin) of 
AQUACARE/HP accomplishes effective hydration where you need it. 

And the AQUACARE/HP active oil phase lubricates severe dry skin by supplementing the reduced 
lipid content and helping to keep water in contact with the dehydrated tissues. And a unique three- 
emulsifier system unifies the phases in an oil-in-water emulsion which resists washoff. 


2 AQUACARE for “everyday” dry skin conditions. AQUACARE . ; 
with 2% urea, has the same exquisite moisturizing base as its higher potency j 
companion. This makes it ideal for minor complaints of dishpan hands, mild 
atopic dermatitis, pruritis, etc. Both AQUACARE and AQUACARE/HP bring 
' a silky, soothing, “coolness” to dry skin, by virtue of the oil-in-water emulsion. 
And they are both formulated at a pH of 6 to avoid skin irritation. The lack of an 
oily appearance on the skin helps insure that your “cosmetic conscious” patients 


will like AQUACARES looks as well as its feel. 


Excellent compounding vehicle. Because of their stability, and their 
compatibility with a great many useful dermatological preparations, both 
AQUACARE and AQUACARE/HP are outstanding compounding vehicles. You can't choose a more 


pleasing base for your “tailor-made” prescriptions. 


Mild dry skin problems or severe, AQUACARE is one moisturizing product t 
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= ico. Herbert Laboratories 
Dermatology Division of Allergan Pharmaceuticals, Inc. 
Irvine, California 92713, U.S.A. 
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BETAMEHASON 
DPROPIONA 


Prompt and Effective 
Topical Action for Everyday 
Steroid-Responsive 
Dermatoses 


- Rapid onset of response 


= Economy and convenience 
‘of b.i.d. dosage 


. Occlusive dressings 
rarely needed 


Sensitivity is unusual 














\vailable for prescribing flexibility in cream, ointment, and lotion. 
"iso available in aerosol, which is indicated for contact dermatitis only. 
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Mease see Clinical Considerations section which follows... 
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DIPROSONE* 

brand of betamethasone dipropionate 

Cream 0.05%, Ointment 0.05%, Lotion 0.05% w/w, 
Aerosol 0.1% w/w 

(Potency expressed as betamethasone) 

For Dermatologic Use Only 


ACTIONS: DIPROSONE Cream, Ointment, Lotion, 
and Aerosol are primarily effective because of their 
anti-inflammatory, antipruritic, and vasoconstrictive 
actions. 


INDICATIONS: DIPROSONE Cream, Ointment, and 
Lotion are indicated for the relief of the inflammatory 
manifestations of corticosteroid-responsive derma- 
toses. 


DIPROSONE Aerosol is indicated solely for the adjunc- 
tive topical management for the relief of inflammatory 
manifestations of acute contact dermatitis. 


DIPROSONE Aerosol has not been shown to be effec- 
tive in any steroid-responsive dermatosis other than 
contact dermatitis. 


CONTRAINDICATIONS: DIPROSONE Cream, Oint- 
ment, Lotion, and Aerosol are contraindicated in vac- 
cinia and varicella. Topical steroids are contraindicated 
in those patients with a history of hypersensitivity to any 
of the components of such preparations. 


DIPROSONE Aerosol is also contraindicated for use 
under occlusive dressings. 


WARNINGS FOR DIPROSONE AEROSOL: Keep 
DIPROSONE Aerosol away from eyes or other mucous 
membranes. Use only as directed; intentional misuse by 
deliberately concentrating or inhaling the contents can 
be harmful or fatal. Avoid freezing of the tissue by not 
spraying for more than three seconds, at a distance of 
not less than six inches. Contents under pressure. Do 
not puncture. Do not use or store near heat or open 
flame. Exposure to temperatures above 120° Farenheit 
may cause bursting. Never throw container into fire or 
incinerator. Keep DIPROSONE Aerosol out of reach of 
children. 


PRECAUTIONS: If irritation develops with the use of 
DIPROSONE products, treatment should be discontin- 
ued and appropriate therapy instituted. In the presence 
of an infection, the use of an appropriate antifungal or 
antibacterial agent should be instituted. If a favorable 
response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been 
adequately controlled. 


If extensive areas are treated or if the occlusive tech- 
nique is used, the possibility exists of increased systemic 
absorption of the corticosteroid and suitable precau- 
tions should be taken. Although topical steroids have not 
been reported to have an adverse effect on pregnancy, 
the safety of their use in pregnant females has not been 
absolutely established. Therefore, they should not be 
used extensively in pregnant patients, in large amounts 
or for prolonged periods of time. DIPROSONE products 
are not for ophthalmic use. 


ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticoste- 
roids: burning; itching; irritation; dryness; folliculitis; 
hypertrichosis; acneiform eruptions; hypopigmentation. 
Additionally, the following may occur with DIPROSONE 
Aerosol and also may occur more frequently with 
occlusive dressings than without such therapy: macera- 
tion of the skin; secondary infection; skin atrophy; striae; 
miliaria. 

DOSAGE AND ADMINISTRATION: DIPROSONE 
Cream and Ointment are applied as a thin film over the 
affected skin areas twice daily, in the morning and at 
night. Clinical studies of DIPROSONE have indicated 
that applications twice a day are generally adequate. 


Apply a few drops of DIPROSONE Lotion to the affected 
areas and massage lightly until it disappears. Apply twice 
daily, in the morning and at night. For the most effective 
and economical use, apply nozzle to affected area and 
gently squeeze bottle. 


DIPROSONE Aerosol may be held upright or inverted 
during use. The spray should be directed onto the 
affected area from a distance of not less than six inches 
and applied for only three seconds. Apply DIPROSONE 
Aerosol sparingly to the affected skin area three times a 
day. 

Aerosol packaged by Aerosol Techniques, Inc., Arm- 
strong Laboratories Division, West Roxbury, MA. 02132. 


For more complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Professional Services Depart- 
ment, Schering Corporation, Kenilworth, New Jersey 
07033. DECEMBER 1977 
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A valuable guide to diagnostic and therapeutic procedures 
for the cancer patient 


Current Concepts in Cancer 


While national attention focuses on cancer through specialized cancer 
centers, physicians are aware that the majority of cancer patients 
are treated in office practices. For most practicing physicians, can- 
cer treatment is not a research objective, but a very practical prob- - 
lem in patient management. 


Current Concepts in Cancer, a compilation of articles originally 
published in the Journal of the American Medical Association, is 
designed to be a guide for the practitioner in the choice of diagnostic 
and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing principles of diagnosis and surgical, 


radiotherapeutic, and chemotherapeutic treatment. - 


Make this important resource a part of your reference file. Order 
your copy today. 


gr m EE MP ME a o UNE RE HU CNET CR nm 
American Medical Association | S/J, p 
535 North Dearborn Street | I 
Chicago, Illinois 60610 ! 


Please send me copy(ies) of Current Concepts in Cancer 
(OP-281). Price is $10 per copy. Please enclose your remittance 
with order. 


Please Print 
Name 
Address 
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est tor the Care or ry, 
or premature aging 


or wrinkled skin... 
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DOAK PHARMACAL CO., INC. WESTBURY, N.Y.11590 
DISTRIBUTOR IN CANADA 
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wheals/erythema / pruritus | 

When symptoms - 
of urticaria 

d attention... 








Periactin 





(Cyproheptadine HCI| MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor- 
^ dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
ahtianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 
occur—fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 


lytic anemia, leukopenia, agranulocytosis, 


thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or ¥% iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCl each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI! 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNOS5 (DC 6589610) 





MSD For more detailed information, 

SHARA consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 





How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl /MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
paa n syrupy liquid. 

or older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 

of oypronepta: containing 4 mg 
dine HCI in each of cyprohepta- 
5-ml teaspoonful dine HCl each 
(with alcohol 596) 


Recommended Dosage 
Children —2 to 6 years 

























Usual mum 
dosage daily dosage 
lt nful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 

b.i.d. or t.i.d. 








Children— 7 to 14 years 

Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
Or de bid. or 4 tablets 

or t.i.d. 












Adults Maximum 
Usual daily dosage 
dosage 0.23 mg per Ib 
2teaspoonfuls per day 
orltablet,tid. or 0.5 mg per 






kilo per day 







Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 










Fczema illustrated bv artist. 
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an improved 
betamethasone benzoate 


cream formulated for 
greater activity 


aNew . 


Uticor cream 


(betamethasone 
benzoate) 









Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary 
eczemas —atopic, contact, and others— preservative-free X infection. 
UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 
greater vasoconstrictor activity*t than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- 
previously available betamethasone benzoate creams. ring in hairy areas. 

UTICORT CREAM is pa rticularly useful for the itchy, Crusty “Although the results of the standardized vasoconstrictor assay cannot be directly 
lesions of subacute eczema. UTICORT CREAM promptly re- equated with topical efficacy in dermatologic therapy, they appear to have defi- 


; à ; ir nite predictive value and correlate well with clinical efficacy. 
ljeves the severe pruritus of chronic eczema, thus minimiz- ^ :pataon file, Parke-Davis. 


Brief summary combined gel & cream 

Uticort* Gel (betamethasone benzoate gel, USP) 0.025% and Uticort" Cream (betamethasone benzoate) 0.025%. For External Use Only. Caution — Federal law prohibits dispensing without prescription. 
ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of their anti-inflammatory, antipruritic, and vasoconstrictive actions. INDICATIONS: Uticort Gel (betamethasone benzoate gel, USP)/Uticort 
Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. CONTRAINDICATIONS: Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any components of the preparation. PRECAUTIONS: If irritation develops, Uticort Gel (betamethasone benzoate gel, USP)/Uticort Cream (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted. In the presence of an infection the use of an appropriate antifungal or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is used there will be increased systemic 
absorption of the corticosteroid and suitable precautions should be taken, particularly in children and infants. Although topical steroids have nof been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not been established absolutely. In laboratory animals, increases in incidence of fetal abnormalities have been associated with exposure of gestating females to 
topical corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Due to 
the alcohol content of the vehicle, Uticort Gel (betamethasone benzoate gel, USP) may cause mild, transient stinging without irritation if used on excoriated skin. Uticort Gel (betamethasone benzoate gel, 
USP)/Uticort Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids, especially under 


* occlusive dressings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 


infection, skin atrophy, striae and miliaria. WF/WE 


PARKE-DAVIS 


PARKE-DAVIS 
Division of Warner-Lambert Company 
PD- JA-9399- 1-P (9-78) Morris Plains, NJ 07950 281 


After / years and millions of 
patients successfully 
treated... 


We are pleased to introduce 
the lowest : | 
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ment in 91% 

of patients mme: eer 
and discontinuance due to 
side effects of only 1.5%. 


We call it THE BASIC ONE 
because it can be used to 
control almost every case of 
acne for as long as acne lasts. 





INTRODUCING 


^ — Retin Aoo% 


tretinoin GEL 


IAE 
-BASC 











TO CONTROL ALMOST EVERY CASE OF ACNE FOR AS LONG AS ACNE LASTS. 
Highly effective therapy for acne vulgaris An incidence of erythema, irritation and 


grades I, II, III.* Tested on difficult-to-clear 
grades II and II acne, 9196 of the 127 patients who 
completed the study showed 
significant clinical improve- 
ment at 11 weeks. 


Total Percent Reduction in Lesion Counts for Each Visit 


Lesion counts 
significantly reduced. 


4 k b, 30 
On the final visit of the study, at | 
11 weeks, a 6896 reduction in 
pustules, a 6696 reduction 60 
in papules and a 71% reduction 
* in comedones was observed. — * 
90 
100 Visit 1 2 3 4 
THE DERMATOLOGICAL DIVISION OF 
- 
m 


AD Ow EEEE A E 






peeling so low that discontinuance 
was rarely a problem. Only 1.5% of the original 


number of patients studied (2 of 
137 original patients in the study) 
discontinued therapy because 

of irritation, drying or peeling. 


At no time were there reports of 
pigmentary changes or systemic 
toxicity. 


*Primarily grades I, II, and IH in which comedones, papules 
and pustules predominate. It is not effective in most cases of 
severe pustular and deep cystic nodular varieties (acne con- 
globata ). 

*Of 137 patients who began therapy, 2 discontinued therapy 
because of side effects and 8 were lost to follow-up. 

See last page for prescribing information. 








E 
Before prescribing, please consult com- 
( OK ( O plete product information, a summary of 
which follows: 
Indications: RETIN-A is indicated for topical 


application in the treatment of acne vul- 
garis, primarily grades I, II, and III in which 


comedones, papules, and pustules pre- e 


dominate. It is not effective in most cases of 
Stri 3 Í } t S t i | leet severe pustular and deep cystic nodular 
varieties (acne conglobata ). 


Contraindications: Use of the product 


? 
should be discontinued if hypersensitivity 
S ( ( 1 ( a It | | | i ( to any of the ingredients is noted. 

e Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate 
the tumorigenic potential of ultraviolet 
radiation. Although the significance to man 
is not clear, patients should avoid or 
minimize exposure to sun. Concomitant 
topical medication should be used with cau- 
tion because of possible interaction with 


e tretinoin. Particular caution should be exer- 
Retin- Gel For severe acne and for starter ION UU uie Dos oni ns on i AME 
. : : ing agents (such as sulfur, resorcinol, ben- 
0 02 S% ther apy in oily and dark skin. zoyl peroxide, or salicylic acid) with 
. O RETIN-A. It also is advisable to "rest" a pa- 
tient's skin until the effects of peeling agents 
subside before use of RETIN-A is begun. 
Exposure to sunlight, including sunlamps, 
should be minimized during the use of 


è RETIN-A and patients with sunburn should 
i be advised not to use the product until fully 
Retin- Cr cam For mild ASS a nd for use on recovered because of heightened suscepti- 
0.05% dry and fair skin. bility to sunlight as a result of the use o 
. 5 O tretinoin. Patients who may be required to 


have considerable sun exposure due to oc- 
cupation and those with inherent sensitivity 
to the sun should exercise particular cau- 
tion. Use of sunscreen products and protec- 


» ^ : tive clothing over treated areas may be pru- 
Retin Cr eam Higher str ength as a titration dent when exposure cannot be avoided. 
= : re) Other weather extremes, such as wind or 
O alternative to the 0.05% cold, also may be irritating to patients under 
O T % Cream. treatment with tretinoin. RETIN-A should be 


kept away from the eyes, the mouth, angles 
of the nose, and mucous membranes. Top- 
ical use may induce severe local erythema 
and peeling at the site of application. If the 
degree of local irritation warrants, patients 


Retin Sw. ab For aggressive treatment of should be directed to use the medication 
= : : : less frequently, discontinue use temporar- 
O xx ea STIS p articularly HA pa ily, or discontinue use altogether. Tretinoin 
0. () 5 26 tients with dark complexions. has been reported to cause severe irritation 


on eczematous skin and should be used 
with utmost caution in patients with this 


condition. 
cati: ARE PA abrasive soaps 
and cleansers, soaps and cosmetics that 
9 ° . For large areas such as the have a strong apie effect, and products 
= Liquid back and for severe acne; par- with high concentrations of alcohol, astrin- 
O ticularly useful in dark com- gents, spices, or lime should be used with 
0 0 5 26 lexi caution because of possible interaction with 
‘ plexions. tretinoin. If medication is applied exces- » 


sivelv, no more rapid or better results will 

be obtained and marked redness, peeling, 

or discomfort may occur. 

How Supplied: RETIN-A Brand tretinoin is 

supplied as: 

1. A 0.02596 Gel in tubes of 15 grams and 45 . 
grams, and 0.0196 Gel in tubes of 15 grams. . 

2. A 0.1% Cream in tubes of 20 grams and 
0.0596 Cream in tubes of 20 grams and 45 
grams. 

3. A 0.0596 Liquid in amber bottles contain- 
ing 28 ml. 

4. Foil-covered Swabs saturated with the 
0.0596 liquid, in boxes of 30. 


AND THE BASIC ONE. 





GEL 
BY PRESCRIPTION ONLY 15 G. TUBE 


An ethical specific 
from the Dermatological Division of 


( PRODUCTS j INC. 


New Brunswick, New Jersey 08903 


TO CONTROL ALMOST EVERY 
CASE OF ACNE FOR AS LONG 
AS ACNE LASTS. 








Welch Allyn introduces a light source... 
second only to the sun. 


The NEW Halogen Exam Lite’ 


Welch Allyn's new Halogen Exam O LENS SYSTEM—A small easy-to- 


Lite brings Halogen illumination out use lens focussing system for 

into the open for the first time. adjusting and concentrating the 
It's perfect for offices and exam light spot 

areas where accurate illumination is 

needed. O SHEATH—A disposable, clean 





A general purpose illuminator that sheath that prevents contamination 


w offers economy, efficiency, 
convenience, versatility, and all the = see hori vo i wall, 
Foye of Hatogan Denne. portable unit mounted on a mobile 


D HALOGEN ILLUMINATION —An Pana 


intense Halogen lamp for brilliant [1 EFFICIENT—Economically 


light. 3,100°K, 3,500 ft. candles efficient; draws only 30 watts of 


(37,500 lumens per sq. meter) at a : Ys 
take power while providing the finest 
cinching in. (10 cm.), life 50 diagnostic lighting available 


Contact your Welch Allyn dealer for a 
O FIBER OPTICS—Obedient, yet 
flexible fiber optics yield even and demonstration today! 


cool illumination at the distal end. 
48 in. (122 cm.) 





Wa WELCH 
O LITE BOX—A cool and quiet lite ? M ALLYN 
box, no fan or noise, designed to 


— complement any decor (UL and Lighting the way since 1915 
- CSA approved) Welch Allyn, Inc. Skaneateles Falls, New York 13153 
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A unique, mildly medicated cleansing foam 
specifically for acne therapy. 


...Optimally prepares acne-oily skin for your prescribed medication 
"...augmented the therapeutic response to the primary topical modalities in 
76 of 80 cases... "* 


...leaves skin /ooking and feeling oil-free and clean 
“,..While causing little or no erythema and/or peeling:™* 


...pecomes an enjoyable part of total acne treatment 
“Acceptance, and even enthusiasm, increased throughout this investigation. .."* 


...eGnhances long-term compliance 
"subjective patient opinion is that the basic program involving benzoyl peroxide 
and/or retinoic acid is improved, and therapeutic benefit accelerated with the 
concomitant use of this foam:™* 


Contains...salicylic acid, 2%, solubilized in 
a patented protein-rich, liquid-to-foam 
vehicle. 


Yields...a desired balance between the 
antiseborrheic action of salicylic acid and its 
tendency to cause visible desquamation and 
erythema. 


Provides...an improved therapeutic 
response when used as an adjunct in the 
treatment of acne vulgaris—for your 
prescription or recommendation. 


Economical...provides more than a month 
of cleansing foam when used as directed. 


For Patient Starters Call Toll-Free (800) 523-6674 


Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 





— *Data on file, Medical Department, Dermik Laboratories, Inc., Fort Washington, Pa. 


Shes well protected 
by two active 
sunscreen agents... 





Effective protection from a broad range of 
harmful solar rays — 


TWO — not one — effective sunscreen agents 


Padimate-O 2.596 (a PABA derivative) and Dioxybenzone 396: better 
protection than is provided by either agent alone. SUNGARD 
extends its protection beyond the sunburn (UVB) spectrum into the 
photosensitivity range (UVA) better than PABA alone.* 


Inhibits or minimizes photosensitivity reactions 


Broader range of effectiveness than 4 other 
— used s sunscreen deo 


em a a ran 


EM y iiis  290- 360; am m | | 


| R'ockoure (290381; EA m 


UV Wavelength (nanometers) 


The above data reflect ultraviolet absorption efficiency as recorded by Beckman 
spectrophotometric measurement; they are not a precise indication of the degree of 
protection afforded in actual clinical (field) use. 


Durable protection 


SUNGARD provides more durable protection on the skin than from 
PABA 5% (PRESUN) or octyl dimethyl PABA 3.3% (SUNDOWN), as 
demonstrated by the amount of sunscreen agent remaining on the 
skin after water-wash procedures.* SUNGARD, with an SPF (Sun 
Protection Factor) of 6.3, allows patients to stay in the sun 6 times 
longer than before (assuming no heavy perspiration or prolonged 
swimming). That means fewer applications ... greater economy. 


Gradual, natural tanning 


Your sun-sensitive patients can attain a desirable degree of tanning 

with repeated exposures. As with all sunscreen agents, however, 

caution your patients about the importance of maintaining Dome An eS E EUR E 
continuous protection by reapplying SUNGARD every 3 to 4 hours. T Wiest Haven Connections 8514 USA 


*Data on file at Dome Division, Miles Laboratories, Inc. © 1979 DOME DIVISION, MILES LABORATORIES, INC. ALL RIGHTS RESERVED. 





x Classic dermatitides 
demand the classic 
_ treatment: 


Seborrheic dermatitis > ; ; s | The effective, mid- -potency 


corticosteroid. 


Psoriasis 


Eczema 


Atopic dermatitis 


FLUONID'fiuocinolone acetonide) € Proven efficacy Fluonid has enjoyed Prescribe FLUONID" 


The logical alternative 


because it provides: 


over a decade of clinical success, with ' (fluocinolone acetonide) t 
more than ten million patients treated. cle SSiC ste jid f um 

e Safety There is a lower incidence of Herbert Laboratories: 
reported side effects than those associ- > 
ated with more potent steroids. rapid relief at a 

e Flexibility Fluonid is available in a reasonable cost. 


full range of dosage forms: solution 
0.01%, cream 0.01% and 0.025%, and 
ointment 0.025%. 


e Economy There are substantial savings 
for your patients — a prime consideration 
when you choose therapy. Herbert Laboratories, Irvine, California 92713 


Please see next page for summary of prescribing information 
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- FLUONID 


(fluocinolone acetonide) 





Fluonid® Ointment’0.025% 
Fluonid® Cream 0:019; 

Fluonid® Cream 0.025% 
Fluonid® Topical Solution 0.01% 


CONTAINS: 
Fluonid Ointment 0.025% 


fluocinolone acetonide... 0.25 mg/g 
Fluonid Cream 0.025% 

fluocinolone acetonide... . . .0.25 mg/g 
Fluonid Cream 0.01% 

fluocinolone acetonide... .0.1 mg/g 
Fluonid Topical Solution 0.01% 

fluocinolone acetonide. . . . .0.1 mg/ml 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


Should not be used when circulation is markedly 
impaired. 


WARNINGS: 


USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregnant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. In some patients 
with dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 


Manufactured by: 

Marion Laboratories, Inc. 
Kansas City, Missouri 64137 
Distributed by: 

Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
2525 Dupont Drive 

Irvine, California 92713, U.S.A. 


If you’re looking 
for a new practice 
opportunity. 


look here 


American Medical Association 
Physicians’ 


Placement 
Service 


Opportunity ($^ 
Placement 


Register 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 


most suitable opportunity. 


Fast turnaround -- The Register is 
mailed within 24 hours of receipt of 
your request. After receiving your 
selections of the practice oppor- 
tunities on which you want further in- 
formation, full-page computer print- 
outs on each selection are sent 


within 10 days. 


Order your Register now -- Published 
quarterly by the AMA Physicians’ 
Placement Service, this Register is 
the only comprehensive national 
listing of new practice opportunities. 


AMA Physicians' Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Send me the new AMA 
OPPORTUNITY PLACEMENT REG- 
ISTER, along with the registration 


form. 


Name 
Address 


City/State/Zip 
S/J 





(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 


SYNEMOI* Cream 0.025% 

SYNALAR-HP*Cream 0.2% 

Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a- hydroxyprednisolone-16, 17-acetonide. 


monooleate, 

with methylparaben and propyiparaben as preservatives. 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 

Synalar solution contains fluocinolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid. 
Synemol cream contains fluocinolone acetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60. purified water and 
citric acid. 


Synalar-HP cream contoins fluocinolone acetonide 2 mg./g. 
in a water-washable aqueous base of steary! alchol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 
Indications inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the 
components of the preparation. 

Synalar-HP* (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age. 

Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 

In presence of an infection i stitute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly. discontinue the corticosteroid 
until the infection has been adequately controlled. 

If extensive areas are treated or if occlusive technique is 
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Reviewers for 1978 


he editors of the ARCHIVES would like to take this opportunity to thank, on 

behalf of themselves and the readership, the large number of dedicated 
persons who have reviewed articles for the journal in 1978. As you may or may 
not know, every submitted article is examined by at least two referees, as well 
as by the editors. Though this procedure may delay publication, it is essential 
for the maintenance of accuracy and quality of material published. 

The following is a compilation of the names of the reviewers who have so 
generously given their time and expertise on behalf of the ARCHIVES as of Oct 1, 
1978. If any name is misspelled or not included, we apologize in advance. Please 
let us know and the information will be included as a correction in a future 
issue. 

This is our last opportunity to express our appreciation to the contributors, 
readers, and supporters of the ARCHIVES OF DERMATOLOGY, as we retired Dec 31, 
1978, after five, usually exciting, at times frustrating, and always interesting, 
years.. Frederick D. Malkinson, MD (chief editor) and Roger W. Pearson, MD 
(assistant chief editor) are now in charge of the destiny of the publication. The 


Paras 


ARCHIVES is indeed in good hands and undoubtedly will prosper and improve. 
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lreatment of Scleromyxedema 


With Melphalan 


Russell B. Harris, MD; Harold O. Perry, MD; Robert A. Kyle, MD; R. K. Winkelmann, MD, PhD 


è Scleromyxedema is an uncommon 
cutaneous fibromucinous disease with a 
monoclonal protein, which has resisted a 
number of therapies. Eight cases followed 
up for as long as 12 years have provided 
an opportunity to observe the effects of 
melphalan treatment in this disease. The 
fibrohistiocytic and mucinous change of 
the skin in scleromyxedema and often the 
monoclonal protein can be controlled by 
low-dose chemotherapy. Although mel- 
phalan does not usually produce clinical 
toxic effects of importance, it is a myelo- 
toxic drug and cytopenia is common; one 
patient died of acute myelomonocytic 
leukemia after ten years of successful 
therapy of the scleromyxedema, thus 
implying that long-term therapy may be 
dangerous by itself. These patients 
require close supervision. Leukocyte and 
platelet counts must be performed every 
three weeks, and the dosage of melphalan 
adjusted accordingly. 

(Arch Dermatol 115:295-299, 1979) 
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we eed ue ie (papular mucino- 
sis, generalized lichen myxede- 
matosus) is a rare disease character- 
ized by (1) the presence of infiltrative 
skin lesions formed by the deposition 
of mucinous material in the upper 
dermis, (2) demonstration of a mono- 
clonal serum protein of cathodal 
mobility, and (3) the absence of 
thyroid dysfunction. The clinical 
manifestations vary, and several 
types have been described: (1) gener- 
alized lichenoid eruption with discrete 
papules over the entire body, especial- 
ly the hands, forearms, upper part of 
the trunk, face, and neck; (2) a discrete 
papular eruption on the trunk and 
extremities; (3) localized or general- 
ized lichenoid plaques over the body; 
and (4) urticarial plaques and nodular 
eruptions.^ The confluent papular 
and sclerotic form was described by 
Gottron' as scleromyxedema. 
Histiologic examination of the skin 
shows accumulation of acid mucopoly- 
saccharide in the upper third of the 
dermis in association with large, stel- 
late, elongated fibroblasts.‘ The in- 
creased mucopolysaccharide content is 
primarily hyaluronic acid.’ Reliable 
techniques to determine this muco- 
polysaccharide deposition are the Al- 
cian blue stain, either alone or in 
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combination with PAS stain,^ and the 
Hale colloidal iron method. Electron 
microscopic examination confirms the 
impression of increased ground sub- 
stance and fibroblasts given by light 
microscopic examinations.’ Immuno- 
fluorescent study of the skin demon- 
strated IgG in some instances’ but 
not in others.'^'* In one patient, IgG 
was synthesized in tissue cultures of 
skin fibroblasts despite negative im- 
munofluorescence.'* 

In most patients, the M component 
is of the IgG class.'? The light chain of 
a À type was more common than the x 
type. Other M components reported 
have been of the IgA class" and the 
IgM class.'* The usual electrophoretic 
mobility is a slow y with rare mid-y 
and £ mobilities observed. Total 
serum protein values are usually 
normal. Results of urinalysis, values 
for hemoglobin level, leukocyte and 
platelet counts, and the sedimentation 


rate usually are normal. Bone marrow ` 


studies may show a mild plasmacytic 
infiltration.? In two patients with 
normal bone marrows, the bone mar- 
row cells synthesized the M compo- 
nent in vitro.'^'? Radiologic surveys of 
the skeleton yield normal findings. 

Associated diseases have included 
dermatomyositis,? amyloid,^ pachy- 
dermoperiostosis, and coronary ar- 
tery disease or cerebrovascular acci- 
dents.‘ No genetic factors have been 
identified. 

We began treating patients with 
melphalan because of the abnormal 
proliferation of plasma cells seen in 
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à Eight Patients Given Melphalan for Scleromyxedema 
j e 


Case/Sex/Age, Initial Final Para- P arsi 
yr Visit Visit protein Treatmént Problems 


1/F/39 5/66 2/78 IgG A Integmittent leuko- 
penia andethrom- 
bocytopenia 4 


Response 
Excellent 


Associated Diseases Treatment 


Guttate psoriasis Melphalan, 1-2 mg/ 
(30 yr), myxede- day 
ma, myopathy, 
scleroderma 
(esophagus and 
fingers) 
2/F/47 Melphalan, 2 mg/ Excellent Intermittent leuko- 
day penia, developed 
myelomonocytic 
leukemia 5/76 
and died 


intermittent leuko- 
penia 


3/M/49 10/72 11/77 IgG A, IgA A 


(biclonal) 


Melphalan, 10 mg/ 
day, with predni- 
sone, 15 mg/day 
1 wk every 6 wk 


No response to 
cyclic therapy; 
started on low- 
dose continuous 

for 1 yr, then therapy 1/74; by 

melphalan 2 mg/ 5/74 skin had in- 
day voluted 


Melphalan, 10 mg/ No response to 
day, with predni- cyclic therapy 
sone, 15 mg 

i three times a day 

for 1 wk every 6 

wk 


Melphalan, 2 mg 
twice a day, then 
1 mg every other 
$ day 


Hypertension 





4/M/56 10/72 10/73 Myopathy Died 10/6/73* * 


"a Le. iS 


6/77 Poor response be- 
cause of hemato- 
logic problems 


6/77 


No light chain Myopathy, arthritis Leukopenia 


"Wan Fi i.» 


6/M/59 


7/F/60 2/77 1/78 


8/M/38 6/77 1/78 


IgG À 


IgG A 


Hypertension, dia- 
betes mellitus, 
carpal tunnel 
syndrome 

Myotonia, carpal 
tunnel syndrome 


Type IV lipoprotein- 


Melphalan, 2 mg 
twice a day, then 
2 mg/day 


Melphalan, 2 mg/ 
day 


Melphalan, 2 mg 


Excellent 


Excellent 


Good 


Thrombocytopenia 


Leukopenia 


Leukopenia, throm- 


emia twice a day 





bocytopenia 


*Cause of death was bilateral pneumonia (Pneumocystis carinii), scleroderma renal disease, lichen myxedematosus, and fibrosis of muscle layers of 


esophagus. 


this disease and the response of these 
to melphalan. We now have a total of 
eight patients oberved for varying 
periods up to 12 years. Of these eight 
patients, two were treated unsuccess- 
fully with cyclic melphalan therapy 
and six received relatively low-dose 
continuous therapy, with better re- 
sults. We believe the long-term follow- 
up represents clinical and therapeutic 
data that will be of use to others in the 
clinical management of such patients. 
Two characteristic histories are pre- 
sented, and the details of the remain- 
ing six patients are summarized 
(Table). 


REPORT OF CASES 


CASE 1.—A 39-year-old woman was seen 
at the Mayo Clinic for the first time in May 
1966. During the preceding six months, she 
had noted tightness and inelasticity of the 
skin of her face and, to a lesser extent, her 
extremities. Initial skin biopsy at our clinic 
disclosed a histiocytic cellular infiltrate 
with mucinous changes in the dermis, 
suggestive of granuloma annulare. Thyroid 
function tests showed myxedema, and 
therapy with levothyroxine sodium, 0.15 
mg daily, was started. 

The patient returned in three months 
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with confluent,  uniform-sized,  flesh- 
colored papules, especially about the crease 
areas of the neck, upper part of the trunk, 
and arms. Tautness of the skin had 
increased. Scleromyxedema was obvious 
clinically and confirmed histologically. 
Laboratory evaluation demonstrated a 
small monoclonal IgG A protein of cathodal 
mobility in the serum. A bone marrow 
aspirate showed no abnormality. Immuno- 
globulin values were as follows: IgG, 13.5 
mg/mL; IgM, 1.6 mg/mL; and IgA, 1.44 
mg/mL. 

Beginning in August 1966, therapy with 
melphalan, 9 mg daily for seven days, 
followed by 2 mg/day thereafter, was 
begun. Within four months, the patient’s 
skin was less tight and the papular quality 
less prominent, and physically, she felt 
better. From August 1966 until February 
1973, the dose of melphalan was 1 mg/day, 
with the exception of several periods (two 
to seven months) when the drug was not 
given because of leukopenia and thrombo- 
cytopenia. 

During February 1973, she noted tight- 
ness of her skin, increased fatigue, and 
stiffness of the fingers. Examination in 
June 1973 disclosed recrudescence of papu- 
lar lesions about crease areas. Immunoelec- 
trophoresis again showed a small mono- 
clonal IgG A protein migrating toward the 
cathode; melphalan therapy, 4 mg/day, was 
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started. During the next four months, the 
patient experienced progressive fatigue 
and increase in the cutaneous sclerosis and 
papular lesions. Immunoglobulin values 
were as follows: IgG, 9.7 mg/mL; IgM, 1.35 
mg/mL; and IgA, 7.7 mg/mL. 

The patient had previously stopped the 
thyroid therapy when she stopped taking 
melphalan. Because the patient was clini- 
cally hypothyroid, therapy with levothy- 
roxine sodium, 0.2 mg daily, was restarted. 
Because of her progressive muscle weak- 
ness, an electromyogram was done, and 
this showed changes consistent with 
inflammatory myopathy but with normal 
values for motor and sensory conduction 
times. A muscle biopsy specimen taken 


from the left triceps showed an active and« 


chronic inflammatory myopathy. The 
transaminase activity was normal. 

An upper gastrointestinal series showed 
no peristalsis of the esophagus, which was 
consistent with scleroderma. Roentgeno- 
grams indicated osteoporosis of the hands, 
wrists, and knees; effusion and synovitis of 
the right knee; soft-tissue calcification 
about the left knee; and resorption of the 
tips of the fingers of both hands—changes 
considered to be consistent with scleroder- 
ma. Pulmonary function showed a low 
carbon monoxide diffusing capacity at 22 
mL/min/mm Hg. 

These examinations suggested that, in 


» 


s 





Fig 1.—Case 7. Top left, Sclerotic periaxillary plaques in 60-year-old woman when seen 
in February 1977. Top right, July 1977, skin was softer, more supple, and less infiltrated. 
Some hyperpigmentation remained. Bottom left, Abdomen, February 1977. Bottom right, 
Abdomen, January 1978. 


addition to scleromyxedema, the patient 
had myopathy, scleroderma, and myxede- 
ma. On this basis, prednisone, in a dosage 
of 60 mg/day, was given, as well as levo- 
thyroxine sodium and melphalan, 2 mg/ 
day. 

Examinations in late November 1973 and 
early February 1974 indicated clinical 
improvement. By May 1974, the skin was 
soft and the papules about her face and 
axillae had resolved. Therapy consisted of 
prednisone, 5 mg/day, and melphalan, 2 
mg/day. 

The use of prednisone was stopped in 
September 1974, and maintenance therapy 
of 2 mg of melphalan was given every 
other day. Melphalan use was stopped in 
April 1976 because of a low platelet count 
(69,000/cu mm) and was not reinstituted. 

The patient was observed closely during 
the next 1% years and was last seen in 
February 1978. She has continued to do 
extremely well. Her skin is soft; there are 
no papular lesions. She has some atrophy 
and pigmentation of her face and atrophy 
of the distal portions of her fingers; other- 
wise she has no malaise, loss of weight, 
fatigue, or muscle weakness. No monoclo- 
nal protein was detected on immunoelec- 
trophoresis. 

CasE 7.—A 60-year-old woman experi- 
enced localized erythema and pruritus of 
the abdomen eight months before being 
seen at our clinic in February 1977 (Fig 1, 
left). Concomitantly, small papules began 
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to develop on the dorsa of both hands, as 
well as on the sides of the neck and behind 
the ears. During the next two months, the 
redness and pruritus spread and involved 
most of the skin from the face to the knees. 
Perioral sclerosis made it difficult for the 
patient to open her mouth. The patient also 
began to notice dysphagia for solid foods. 
She had bilateral carpal tunnel decompres- 
sion one year previously. She had no 
Raynaud's phenomenon, muscle weakness, 
arthritis, fever, bowel symptoms, or other 
medical problems. 

A bone marrow study showed mild plas- 
macytosis. Immunoelectrophoresis demon- 
strated a small monoclonal IgG A protein. 
IgM level was 1.75 mg/mL; IgA and IgG 
levels were normal. An electromyogram 
showed myotonic discharges without dys- 
trophie units. A muscle biopsy specimen 
from the left triceps was nondiagnostic. A 
roentgenogram of the esophagus showed a 
small diaphragmatic hernia and absent 
primary peristalsis—consistent with scle- 
roderma. Skin biopsy findings were typical 
for scleromyxedema (Fig 2, top). Therapy 
was started with melphalan, 2 mg/day, and 
hydroxyzine hydrochloride, 25 mg orally 
four times a day for the pruritus. 

Follow-up visit in April 1977 demon- 
strated that the involved skin was thinner 
and white in areas. The patient’s face was 
still stiff. Because of a leukocyte count of 
2,200/7cu mm, the melphalan dose was 
reduced to 2 mg every other day. The 


patient was next seen in July 1977, with 
continued improvement. Melphalan thera- 
py had been stopped just before her visit. 
Her skin was soft, but the papules 
persisted (Fig 1, top right). 

When seen in July 1977, the patient 
complained of continued dysphagia, muscle 
aches, and some breathlessness with exer- 
tion. An electromyogram indicated the 
same myotonic discharges that were seen 
in February 1977. Results of an esophago- 
gram were unchanged, but esophageal 
motility was essentially normal. 

When seen in September 1977, she had 


new papules on the right aspect of her . 


abdomen and left side of her chest. 

By January 1978, she was much 
improved (Fig 1, bottom right). Her 
strength had returned and she was work- 
ing. Her skin lesions had involuted, with 
the exception of some follicular lesions on 
the left side of her chest, behind her right 
ear, and on the dorsum of her fingers. The 
erythema and sclerosis were gone. Com- 
parison biopsies done on specimens from 
the same areas as in February 1977 showed 
that the fibrohistiocytic infiltration and 
mucin had disappeared (Fig 2, bottom). 
Results of immunoelectrophoresis were 
unchanged. The patient had not been 
receiving melphalan therapy since June 
1977. 


COMMENT 


As data concerning the cause of 
scleromyxedema have evolved, so have 
the therapies. Equivocal or totally 
unsuccessful therapies include desic- 
cated thyroid, Lugol’s solution, ex- 
tract of the anterior lobe of the pitui- 
tary, adrenocorticotropic hormone, 
growth hormone, gonadotropin, es- 
trogens, diethylstilbestrol, benzestrol, 
vitamins A, D, and E, acetazolamide, 
edetic acid, quinacrine, protamine 
with toluidine blue, local injections of 
hyaluronidase, mechlorethamine hy- 
drochloride, and a diet of raw fruits 
and vegetables." Some authors have 
reported improvement after the sys- 
temic administration of corticoste- 
roids,'*^^ but in most instances, results 
of steroid therapy have not been 
impressive.*** Superficial x-ray treat- 
ment' and dermabrasion also have 
been used.” 

In 1960, Perry et al described a 
patient with “coincidental” lichen 
myxedematosus who was given me- 
chlorethamine hydrochloride (admin- 
istered in three injections for two 
weeks) and urethan (administered for 
six months) in an attempt to treat the 
plasma cell dyscrasia, but saw no 
response of the skin lesions. In retro- 
spect, a review of the bone marrow of 
the patient at this time failed to 
provide sufficient changes in the 
marrow to substantiate the diagnosis 
of multiple myeloma based on pres- 
ent-day criteria. 
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Fig 2.—Case 7. Biopsy findings. Top 


In 1967, Piper et al? treated two 
patients with methotrexate and had 
equivocal results. Tay and Khoo” 
described a patient in whom lichen 
myxedematosus developed during 
treatment with mercaptopurine for 
psoriasis. In 1969, Feldman and co- 
workers’ used melphalan therapy suc- 
cessfully in treating a patient who had 
typical scleromyxedema. Pronounced 
decrease of the cutaneous mucinosis 
and disappearance of the abnormal 
serum protein occurred during the 
eight-month period of observation. 
Tye^ described a 47-year-old man 
with scleromyxedema whose therapy 
with melphalan was started in Janu- 
ary 1969, with an initial two-week 
loading dose, and who was then 
treated during the next two years 
with doses that varied from 2 mg/day 
to 2 mg every three days, depending 
on the patient's hematologie status. 
The patient improved clinieally, but 
there was no alteration of the mono- 
clonal serum protein. 
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Cyclophosphamide, another alkylat- 
ing agent that suppresses antibody 
synthesis? and has a cytotoxic effect 
on small and medium-sized lympho- 
cytes, also has been used successful- 
]y.'5 

In most of our patients, long-term 
low-dose therapy resulted in the grad- 
ual resolution of the cutaneous lesions, 
with a general softening of the skin as 
well as a more gradual disappearance 
of the papular quality. Softening of 
the sclerosis was often noticeable 
within three months. One of our 
patients (case 7) has required no 
melphalan therapy beyond the initial 
four months. Her skin is soft, and the 
papules have continued to disappear. 
The reversion of the monoclonal 
protein tended to be variable. In one 
patient, the values reverted to normal, 
in two others the amount was defi- 
nitely reduced, and in the remaining 
five patients, there was no change in 
three and no follow-up in two. 

Two patients were given cyclic 
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left, February 1977, typical histopathologic changes for scleromyxedema 
(hematoxylin-eosin). Top right, February 1977, acid mucopolysaccharide accumulation in dermis (acid 
mucopolysaccharide). Bottom left, January 1978, absence of fibrohistiocytic infiltrate and mucin (hematoxylin- 
eosin). Bottom right, January 1978, absence of mucin (acid mucopolysaccharide) all original magnifications 
x 160). 


melphalan therapy. One (case 3) had 
alterations in the quality of his skin 
after each course of therapy; however, 
the response was only temporary. 
After one year of cyclic therapy, low- 
dose continuous maintenance therapy 
was started, and this resulted in 
improvement of his skin lesions with- 
in four months. The other patient 
(case 4) had no response and died. 
The cause of scleromyxedema re- 
mains unknown. Efforts to associate 


the cutaneous alteration with an endo-, 


erinopathy, particularly thyroid dis- 
ease, was never achieved. McCarthy et 
al’ reported on the presence of an 
abnormal globulin in the serum and 
skin of patients with scleromyxedema 
and postulated that this disease might 
be a manifestation of a plasma cell 
dyserasia. The findings of an abnor- 
mal cathodal protein on immunoelec- 


trophoretic studies of the serum have - 


now become a hallmark of the disease. 
This abnormal protein is antigenically 
homogeneous in gny given patient, 


* 


but no evidence for shared idiotypic 
determinants between different pa- 
tients has been found." This protein 
also ax or because of increased 
lysine content in the light chains." 
The autopsy findings reported in the 
literatur®do not indicate widespread 
visceral infiltrations with histiocytes, 
plasma cells, or mucin, however, 
although foci of change in muscle, 
heart, and kidney have been re- 
ported. 

Harper and Rispler^ recently re- 
ported that the serum from patients 
with lichen myxedematosus, when 
added to exponentially growing nor- 
mal human fibroblasts, stimulated 
synthesis of DNA and cell prolifer- 
ation, indicating that a systemic 
factor (or factors) may have a role in 
the genesis of this disease. This 
phenomenon occurred even after the 
IgG paraprotein was eluted from the 
serum, which would seem to eliminate 
the possibility that it was responsible 
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for the increased fibroblast prolifer- 
ation. 

Low-dose chemotherapy directed at 
long-term suppression of scleromyx- 
edema appears to be superior to cyclic 
therapy. The mechanism by which 
melphalan exerts its effect is un- 
known. There may be some factor, 
perhaps lymphokine(s), in the serum 
of patients with scleromyxedema that 
stimulates fibroblasts to produce hya- 
luronic acid (mucin) at the expense of 
normal collagen production. A recent 
article" has suggested that, in pa- 
tients with pretibial myxedema, fibro- 
blasts are stimulated to produce 
mucin by activated lymphocytes and 
that this activation is related to the 
globulin (long-acting thyroid stimula- 
tor). At the low dosage of melphalan 
used, some clonal selection for survival 
may occur, thus enabling the normal 
lymphocytes to survive. The disease- 
producing cells may be sensitive to 
alkylating agents, and it is the direct 


References 


Scleromyxoedema (lichen myxoedematosus) as- 
sociated with a paraprotein, IgG, of type kappa. 
Br J Dermatol 88:107-116, 1973. 

13. Danby FW, Danby CWE, Pruzanski W: 
Papular mucinosis with IgG(K) M component. 
Can Med Assoc J 114:920-922, 1976. 

14. Fowlkes RW, Blaylock WK, Mullinax F: 
Immunologic studies in lichen myxedematosus. 
Arch Dermatol 95:370-374, 1967. 

15. Johnson BL, Horowitz IR, Charles CR, et 
al: Dermatomyositis and lichen myxedematosus. 
Dermatologica 147:109-122, 1973. 

16. Proppe A, Becker V, Hardmeier T: Sklero- 
myxódem  Arndt-Gottron und Plasmocytom. 
Hautarzt 20:53-59, 1969. 

17. Hill TG, Crawford JN, Rogers CC: Success- 
ful management of lichen myxedematosus. Arch 
Dermatol 112:67-69, 1976. 

18. Howsden SM, Herndon JH Jr, Freeman 
RG: Lichen myxedematosus: A dermal infiltra- 
tive disorder responsive to cyclophosphamide 
therapy. Arch Dermatol 111:1325-1330, 1975. 

19. Dalton JE, Allen J, Bechtel HB, et al: A 
study of a case of lichen myxedematosus (papular 
mucinosis). Arch Dermatol 81:422-426, 1960. 

20. Crossland PM: Lichen fibromucinoidosis 
(lichen myxedematosis), abstracted. Arch Der- 
matol 67:122-123, 1953. 

21. Wright RC, Franco RS, Denton MD, et al: 
Scleromyxedema. Arch Dermatol  112:63-66, 
1976. 

22. Piper W, Hardmeier T, Schafer E: Das 
Skleromyxódem Arndt-Gottron: Eine paraprotei- 
nümische Erkrankung. Schweiz Med Wochenschr 
97:829-838, 1967. 


Melphalan Treatment of Scleromyxedema—Harris et al 


effect of the low-dose agent that 
produces improvement. Nontoxic, low- 
dose chemotherapy has been used in a 
number of similar inflammatory skin 
diseases, with beneficial results, 
and this therapy deserves continued 
study and assessment. 

Aside from one patient (case 2) in 
whom leukemia developed after ten 
years of continuous therapy, long- 
term melphalan use did not produce 
serious toxic effects. These patients 
require close supervision. Leukocyte 
and platelet counts must be per- 
formed every three weeks, and the 
dosage of melphalan altered accord- 
ingly. The use of melphalan must not 
be continued indefinitely and should 
be discontinued if benefit does not 
occur. 
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Periumbilical Perforating 


Pseudoxanthoma Elasticum 


Juliana Hicks, MD; Carlton L. Carpenter, Jr, MD; Richard J. Reed, MD 


e Periumbilical pseudoxanthoma elas- 
ticum (PXE) with transepidermal elimina- 
tion of altered elastica presented a 
distinctive clinical pattern in six middle- 
aged, muitiparous women. Other sites 
usually affected in PXE were spared. The 
possible genetic predisposition to PXE of 
these patients found its expression in the 
periumbilical skin, a site exposed to the 
trauma of multiple pregnancies. The 
extruded elastica had tinctorial properties 
that were characteristic of PXE. The clini- 
cal picture in our cases differs from clas- 
sic PXE. A peculiar acquired cutaneous 
PXE is not excluded. 

(Arch Dermatol 115:300-303, 1979) 


|? rape eres elasticum (PXE) 
is a heritable disorder of connec- 
tive tissue characterized by degenera- 
tion and calcification of elastic fibers 
in the ocular, cutaneous, and cardio- 
vascular systems. Notable complica- 
tions include angioid streaks, 
intermittent  claudication, angina, 
myocardial infarction, hypertension, 
cardiovascular accidents, and hemor- 
rhagic disorders of the gastrointesti- 
nal and genitourinary tract. 

The cutaneous lesions, which are the 
hallmark of PXE, are evident usually 
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by the second decade of life and char- 
acteristically appear in areas of stress 
and movement. Early in the disease, 
the skin lines of the neck and axilla 
are accentuated. As the disease pro- 
gresses, yellow papules appear in the 
flexural regions, such as the neck, 
axillae, inguinal folds, antecubital and 
popliteal fossae, and the periumbilical 
area. The diseased skin may become 
thickened and grooved, imparting an 
inelastic quality. With further pro- 
gression of the disease, the skin may 
appear lax and redundant.' 

We observed six multiparous mid- 
dle-aged black women whose striking- 
ly similar lesions were limited to the 
periumbilical region and were histo- 
logically characteristic of PXE. The 
lesions were additionally distin- 
guished by transepidermal elimina- 
tion of altered elastic fibers. 


REPORT OF CASES 


Case 1.—A 58-year-old multiparous, 
gravida 11, obese black woman had a 
slightly pruritic abdominal lesion superior 
to her umbilicus for about ten years. She 
had no family history of similar lesions. 
Her medical history included medically 
controlled hypertension. Situated directly 
superior to her umbilicus was a well-de- 
marcated, hyperpigmented, reticulated, 
atrophic patch. Discrete scattered, keratot- 
ic papules were also evident at the periph- 
ery of the lesion. No angioid streaks were 
seen on ophthalmologic examination. Her 
blood pressure was 130/90 mm Hg, and 
findings from routine laboratory studies 
were within normal limits. Her ECG 
showed low to inverted T waves and 
sagging ST segments suggestive of 
ischemic changes, and her chest x-ray film 
showed slight cardiomegaly. 

CasE 2.—A 55-year-old obese black 
woman, gravida 19, was seen at the derma- 


tology clinic for evaluation of pruritic peri- 
umbilical lesions. The lesions had been 
present for about four or five years and 
had begun as red nodules, which gradually 
flattened. No other family members had 
similar lesions, but a daughter had a 
contact dermatitis involving the periumbil- 
ical area and earlobes. The patient had 
recent onset of hypertension and conges- 
tive heart failure, the latter being 
controlled by hydrochlorothiazide alone. 
She had no gastrointestinal (GI) or ocular 
symptoms. The two periumbilical lesions, 
one (17 x 9 em) above her umbilicus and 
one (2 x 5 em) below, were well-demar- 
cated, hyperpigmented, reticulated, 
atrophic plaques (Fig 1). Discrete keratotic 
papules were scattered primarily at the 
edge of the lesions. No other lesions were 
present. Cardiovascular examination find- 
ings, including peripheral pulses, were 
within normal limits, as were data from 
routine laboratory studies, ECG, intrave- 
nous pyelogram (IVP), and GI series. 
Ophthalmologic examination revealed no 
angioid streaks. Blood chemistry study 
results were normal except for a slightly 
elevated lactic dehydrogenase level, 245 IU 
(upper limit of normal, 225); and SGOT, 48 
IU (upper limit of normal, 40). Chest x-ray 
fiim showed a slightly enlarged cardiac 
shadow, and liver-spleen scan showed 
multiple areas of decreased uptake present 
in an enlarged liver. 

CasE 3.—A 58-year-old black woman, 
gravida 11, first noticed a pruritic hyper- 
pigmented, reticulated ^ periumbilical 
plaque in March 1976. She had no family 
history of similar lesions. Her medical 
history included medically controlled hy- 
pertension. The patient had no cardiovas- 
cular or GI symptoms. Located just 
superior to her umbilicus was a 2 x 2.5-cm 
hyperpigmented, reticulated plaque. Hy-. 
perpigmented, keratotic papules were not- 
ed close to the periphery of the lesion, ' 
making some areas of the border appear 
verrucoid. Her blood pressure was 140/88 
mm Hg, and the x oa from the remain- 


e 
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Fig 1.—Well-demarcated, hyperpigmented 
atrophic plaques, with discrete keratotic 
papules (case 2). 





Fig 3.—Elastic fibers are yellow, and 
connective tissue mucin is blue. Granular 
debris in interstitial spaces is green. Tinc- 
torial property apparently expresses muci- 
nous and elastotic qualities of abnormal 
elastica (colloidal iron stain). 





Fig 5.—Hyperplastic squamous epithelium 
. that has extended into reticular dermis 
forms tunnel filled with basophilic inflam- 
matory debris. Altered elastica of pseu- 
doxanthoma elasticum is evident in adja- 
cent dermis (hematoxylin-eosin stain). 
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Fig 2.—Hyperpigmented reticulated peri- 
umbilical plaque (case 5). 





Fig 4.—Rigid fibers and granular material 
are calcified. One fiber to left of center of 
field shows bulbous expansion with cen- 
tral, lucent area. Similar bulbous expan- 
sions are seen in fiber near top of field 
(von Kossa stain). 





Fig 6.—Infiltrating epithelium has formed 
keratin-filled crater. Inflammatory debris 
that has tinctorial qualities of elastica is 
present in tunnel in epidermis on left side 
of field and in keratin-filled crater. Area of 
fibrosis on right side of field is relatively 
devoid of elastica (Verhoeff-van Gieson 
stain). 





Summary of 
Findings in Six Case Reports 


Comments 


Obese, multiparous, black 
women 

Sixth decade of life 

Dermatologic findings lim- 
ited to periumbilical 
area 

Pruritus of abdominal le- 
sions 

No family history of PXE 
skin lesions* 

No history of hemorrhagic 
disorders 

No consistent laboratory 
findings 

No decrease in peripheral 
pulses 

Hypertension 

No angioid streaks} 

Enlarged heart (visible on 
x-ray film) 

Abnormal ECG 

Diabetes 


6 (All) 





* Abbreviation PXE indicates pseudoxanthoma 
elasticum. 

TOphthalmologic examination was not done in 
one case. 


der of the physical examination, including 
peripheral pulses, were normal. Ophthal- 
mologic examination showed no angioid 
streaks. Laboratory test (including blood 
chemistry) and x-ray film results were 
normal. 

CasE 4.—A 57-year-old black woman, 
gravida 15, with diabetes and hyperten- 
sion, had an eczematous eruption on both 
breasts and a plaque composed of waxy 
papules on her abdomen. Within the peri- 
umbilical plaque were scattered hyperpig- 
mented keratotic papules. Examination of 
her eyes disclosed arcus senilis, but no 
angioid streaks. Her peripheral pulses 
were normal. Except for a hemoglobin level 
of 10.5 g/dl, complete blood cell count was 
otherwise normal. Laboratory findings 
revealed the following abnormal values: 
sugar, 330 mg/dl; ealeium, 13 mg/dl; phos- 
phorus, 90 mg/dl (upper limit of normal, 
85); and 4+ glucosuria. 

Case 5.—A 56-year-old hypertensive 
black woman, who was hospitalized for 
carcinoma of the breast, had a periumbili- 
cal lesion for one year. Periumbilical 
papules were distributed on a background 
of hyperpigmented reticulated skin (Fig 2). 
Compression of some of the papules 
produced a pustular discharge. No angioid 
streaks were noted. Her ECG showed left 
ventricular hypertrophy, and chest x-ray 
fiim revealed elongation of the aorta. 
Urinalysis showed a trace of albumin. 
Other laboratory values (including calcium, 
fasting blood sugar, and BUN) were within 
normal limits. 

CASE 6.—A 57-year-old black woman, 
gravida 15, was admitted to the hospital 
for evaluation of weight loss, abdominal 
pain, and anorexia. Examination disclosed 
a periumbilical eruption, 10 em in diame- 
ter, having a central area of hyperpig- 
mented, plugged follicles surrounded by a 
serpiginous border. Peripheral to the 
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center of the eruption were yellowish 
papules. The periumbilical rash had been 
present for two or three years. No eye 
examination was performed because of the 
patient's critical condition. No decrease in 
peripheral pulses was noted. She had an 
epigastric mass, and her liver was palpable. 
Routine laboratory tests and liver function 
studies showed normal results, except for 
an elevated alkaline phosphatase level. 
Results of VDRL were positive to four 
dilutions, and FT A-ABS results were nega- 
tive. The ECG was within normal limits. 
The patient's condition progressively wors- 
ened and she died. Pancreatic carcinoma 
was found at autopsy. 


FINDINGS 


The periumbilical lesions of each of 
the six patients were first noted in the 
fifth and sixth decades of life. All 
lesions had well-delineated, hyperpig- 
mented borders and a reticulated, 
grooved, and sometimes atrophic ap- 
pearance, with poor skin turgor. Kera- 
totic papules, which were scattered at 
the periphery of the lesions, occasion- 
ally produced a verrucoid or serpigi- 
nous border (Table). 


Histology 


Routine histologic sections from 
each patient’s lesions were stained 
with hematoxylin-eosin. Additional 
special stains included Verhoeff-van 
Gieson, Masson trichrome, von Kossa, 
and colloidal iron. 

With hematoxylin-eosin stains, the 
altered elastica in the reticular dermis 
was easily identified. Some of the 
fibers had normal contours, but were 
rigid. They had a well-defined margin 
of basophilia. Sharply angulated frac- 
tures were common along the long 
axis of the rigid fibers. They were 
bridged by granular, elastotic materi- 
al. In well-developed lesions, most of 
the elastotic material in the reticular 
dermis was converted to granular, 
faintly basophilic deposits similar to 
those bridging the fractures. The 
interstitial spaces between collagen 
bundles were widened. 

With elastic tissue stains, the rigid 
basophilic fibers and the granular 
debris were positive. With mucin 
stains, the widened interstitial spaces 
contained an abundant amount of 
mucinous matrix in which the granu- 
lar elastotic material was embedded 
(Fig 3). 

On sections stained by the von 
Kossa technique, the granular elastot- 
ie matrix and the fractured rigid 
fibers were positive (Fig 4). 

The altered elastic fibers were 
confined to the reticular dermis. 
Often the papillary dermis was wid- 
ened and edematous. It contained 
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delicate branching elastic fibers that 
were negative on sections stained by 
the von Kossa technique. 

The initial phase of perforation was 
not identified on sections of multiple 
biopsy specimens. In our material, an 
area of inflammation and necrosis in 
the altered reticular dermis was 
invariably continuous with hyperplas- 
tic epidermis (squamous epithelium 
[Fig 5]). Inflammatory debris and 
altered elastica were extruded 
through a tunnel in the hyperplastic 
epidermis to the surface of the skin 
(Fig 6). In the tunnel the elastica 
often showed a distinctive eosinophil- 
ia on hematoxylin-eosin-stained sec- 
tions, but with von Kossa stain the 
perforating elastica was positive. The 
large crateriform papules at the 
periphery of the lesions had features 
of early keratoacanthoma (Fig 6). The 
hyperplastic epithelium spread in an 
irregular centrifugal fashion and 
spontaneously regressed in the older 
portions of the crateriform lesions. An 
area of fibrosis in the upper portion of 
the reticular dermis that was devoid 
of normal and abnormal elastica 
marked the path of the migrating, 
hyperplastic epithelium. 


Pathogenetic Speculations 


Ultrastructurally, the normal elastic 
fibers of the reticular dermis have a 
central core of elastin and an outer 
sheath of microfilaments. In PXE, 
the initial site of calcification has not 
been clearly defined.’ Ultrastructural- 
ly, both the outer lamella and the 
inner core have been incriminated.** 
Histologically, the elastica of the re- 
ticular dermis has a mucinous sheath 
(colloidal iron stain). The ensheathed 
fiber stains lavender with phospho- 
tungstic acid-hematoxylin (PTAH), 
red with trichrome stain, and yellow 
with colloidal iron. The outer lamella 
is bright green with colloidal iron. 
With hematoxylin-eosin stain, the 
rigid calcified fibers in PXE invari- 
ably show basophilia at the periphery 
of the fiber. With a colloidal iron 
stain, the area of basophilia corre- 
sponds to the mucinous sheath that 
encircles the rigid elastic fiber. 

A granular matrix bridges the 
defects in fractured, calcified elastic 
fibers. It is an expression of a repara- 
tive process and can be compared to 
callus. The product of the reparative 
process appears to be related to the 
outer lamella of an elastic fiber. It 
apparently has the same propensity 
for calcifieation as does the outer 
lamellae of elastic fibers in PXE. As 
elastic fibers degenerate, a calcified 
mucinous matrix that stains green 


_- 


with a colloidal iron stain (yellow- 
elastic and blue-mucinous matrices 
[Fig 3]) is progressively deposited. 
Mucinous matrices and gateH#rcation 
are closely associated,* bft physiologic 
calcification is mediated at a cellular 
level (matrix vesicles)? In PXE the 


primary defect may be at the cellular 
level. 


COMMENT 


The elastica in PXE is tinctorially 
distinctive. Its affinity for calcium 
provides an easily recognized marker. 
The calcium deposits are basophilic 
and have an affinity for silver salts 
(von Kossa stain). In contrast, the 
elastica in elastosis perforans serpigi- 
nosa (EPS) has the same tinctorial 
properties as normal elastica. The 
abnormality in EPS is basically a 
quantitative change in elastica in the 
upper portion of the dermis. Qualita- 
tive changes may be involved, but are 
not tinctorially distinctive with the 
usual staining procedures. In our cases 
of PXE, the perforating elastica was 
clearly abnormal and impregnated 
with calcium. By the process of trans- 
epidermal elimination, the abnormal 
elastica is extruded through the 
epidermis. Pathogenetically, the pro- 
cess qualifies as perforating PXE.” It 
is not PXE complicated by EPS. The 
term EPS should be reserved for a 
specific clinical syndrome in which 
there is hyperelastosis but no demon- 
strable abnormality in the elastica. 
Perforation is peculiar to neither a 
single disorder of elastic tissue, nor to 
elastic tissue per se. 

Smith et al; in 1962, discussed the 
similarities between the reaction in 
perforating PXE and that in EPS. 
They postulated that the genetically 
abnormal fibers induce a foreign-body 
reaction and that, in certain areas, the 
foreign body is extruded through the 
epidermis to the surface of the skin. 
They suggested the term "reactive 
perforating elastosis.” Whyte and 
Winkelmann’ postulated that, in EPS, 
physical trauma to congenitally pre- 
disposed elastic tissue leads to degen- 
eration, fragmentation, and extrusion , 
of that tissue. We believe that this 
same principle applies to PXE. Our 
obese, multiparous patients probably 
were genetically predisposed to PXE. 
The effect of repeated pregnancies on 
the elastic tissue may have deter- 
mined the localization of the process 
and the extrusion of altered elastica 
by transepidermal elimination. 

The association of EPS with PXE 
has been described in nine cases.” 
In 1976, Lund and Gilbert’ reviewed 
the reported ME findings in all 
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previous cases of PXE associated with 
EPS and added one case with a peri- 
umbilical lesion in a middle-aged black 
woman itsy defined distinct differ- 
ences between £PS and PXE with 
perforation ard proposed that all 
reported Tesions of EPS with PXE, 
with possibly one exception, were 
PXE with perforation, and not two 
separate, distinct entities occurring 
simultaneously. Our six cases of PXE, 
clinically limited to the periumbilical 
area and accompanied by perforation 
of altered elastic fibers, are similar to 
the Lund-Gilbert case. Schwartz and 
Richfield’? reported on a patient with 
a periumbilical verrucous patch that 
clinically resembled our patient's peri- 
umbilical lesion. The histology in their 
case revealed transepidermal elimina- 
tion of calcified elastic tissue, and we 
believe that their case represents yet 
another example of perforating 
PXE. 

In our cases, the patients were black 
women whose lesions were concen- 
trated in the periumbilical region. 
Clinically, the usual sites of predilec- 
tion were spared in this group. In 
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random biopsy specimens of the clini- 
cally uninvolved axillary skin of three 
of our patients, the histologic changes 
of PXE were noted in only one case. 
The histologic involvement of clinical- 
ly normal skin in cases of PXE has 
been reported previously.: 

The heavily pigmented skin of 
blacks may be less susceptible to 
dystrophic changes of PXE. Trauma 
may play a role, but the threshold for 
initiating the changes in elastica may 
differ between black and light- 
skinned patients. Genetic differences 
as an explanation for the distribution 
of cutaneous changes in the dark- and 
light-skinned groups cannot be ex- 
cluded. The incidence of PXE in blacks 
has not been reported. 

Perforation was the rule in our 
cases of periumbilical lesions. Trans- 
epidermal elimination of elastica is 
not peculiar to middle-aged, black 
women with PXE. One of us (R.J.R.) 
has seen a convincing example of 
transepidermal elimination of calci- 
fied elastica on the neck of a 14- 
year-old white boy having classical 
PXE. 
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Squamous Cell Carcinoma of the Skin and 


Internal Malignant Neoplasms 


Rigmor Møller, MD; Arne Nielsen, MSc; Flemming Reymann, MD; Klaus Hou-Jensen, MD 


€ This study comprised 211 patients in 
whom squamous cell carcinomas of the 
skin (SCC) had been diagnosed in the 
Department of Dermatology from 1950 to 
1959. These patients were followed up as 
of Jan 1, 1976, to establish the incidence 
of internal malignant neoplasms. A sys- 
tematic statistical study was carried out 
through the population register, the cen- 
tral register for death certificates, and the 


|b two previous articles, we re- 
ported the results of studies on the 
incidence of internal malignant neo- 
plasms in patients with Bowen’s 
disease or multiple basal cell carcino- 
mas. Only a very small group of 
patients with the latter disease, who 
had been previously treated with 


arsenic, presented an increased inci- 
dence of internal neoplasms. 

In continuation of the preceding 
articles, we report the results of a 
study on the incidence of internal 
malignant neoplasms in patients with 
squamous cell carcinomas of the skin 


(SCC). 


Danish Cancer Register. These registers 
cover the entire country, making it possi- 
ble to calculate the number of expected 





Table 1.—Distribution According to Histological Grading and Patients’ Age and Sex 


cases of internal cancer during the above- Age, yr 
mentioned prolonged period of observa- — Yemen AI 
SCC Grade” Sex <40 41-50 51-60 61-70 71-80 81-90 91-100 Total 


tion. The investigation did not show 
increased incidence of internal malignant 
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0 0 0 0 
neoplasms in connection with SCC of the 
skin. 1 M 1 8 10 17 7 6 0 49 " 
(Arch Dermatol 115:304-305, 1979) A BKK. $ : eet AED ; = 
2 M 1 1 14 19 18 5 1 59 
F 1 2 2 9 5 3 0 22 
Accepted for publication Oct 27, 1978. 3 M 0 1 2 3 4 0 0 10 
From the Department of Dermatology, Finsen F 0 0 1 1 3 1 0 6 
Institute, and the Danish Cancer Register, 1 1 1 0 0 3 
Copenhagen (Drs Moller and Reymann), the 4 M 9 - S > 
Department of Pathology, Finsen Institute (Dr F 0 0 0 0 0 0 
Hou-Jensen), and the University of Copenhagen Probable SCCH} M 2 2 3 1 6 1 0 15 
(Mr Nielsen). YR 0 1 3 4 1 0 10 


Reprint requests to the Department of Derma- 
tology, Finsen Institute, 49 Strandboulevard, 
DK-2100 Copenhagen, Denmark (Dr Reymann). 


* Abbreviation SCC indicates squamous cell carcinoma. 
+ Probable SCC means the diagnosis was not verified. 


Table 2.— Distribution According to Histological Grading and Localization of Tumors 


1948-1952 1953-1957 1958-1962 1963-1967 1968-1972 
Grade Observed Expected Observed Expected Observed Expected Observed Expected Observed Expected Ba 
Male Patients 
0 0 0.01 0 0.14 1 0.38 0 0.28 0 0.10 
1 0 0.17 1 1.76 1 2.88 1 2.22 3 2.16 
2 0 0.36 0 1.68 2 3.38 7 2.85 5 1.85 
3 0 0.04 0 0.26 0 0.69 0 0.50 1 0.36 
4 0 0.06 0 0.12 0 0.07 0 0.08 0 0.02 
Probable SCC* 0 0.15 1 0.54 0 0.84 0 0.73 0 0.64 
Total 0 0.79 2 4.50 4 8.24 8 6.66 9 5.13 
Female Patients 
1 0 0.13 1 0.99 1 1.48 2 1.28 1 1.02 
2 0 0.05 2 0.32 1 0.91 : 0 0.70 2 0.69 
3 0 0.07 1 0.18 0 0.29 0 0.23 0 0.17 
Probable SCC 0 0.00 0 0.28 0 0.61 2 0.37 0 0.35 
Total 0 0.25 4 1.77 2 3.29 4 2.58 3 2.23 e 


* Probable SCC means that the diagnosis of squamous cell carcinoma (SCC) was not verified. 
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SUBJECTS AND METHODS 


e The a comprised 264 consecutive 


cases of SCU diagnosed in the Department 


.of Dermatology, Finsen Institute, from 


1950 to 1959. . 

The histo®gical diagnosis was confirmed 
in 1977 in the Department of Pathology, 
Finsen Institute by one of us (K.H J.). It 
was possible to trace 253 biopsy specimens, 
and among these the diagnosis of SCC was 
verified in 188 cases. In 25 cases the diag- 
nosis was "probable SCC," and, through 
this reevaluation, other types of tumor 
were found in 40 cases. 

The patients were traced through the 
population register, and, for those who had 
died, death certificates were procured. 
Only two patients could not be found. 

The patients were then traced through 
the records of the Danish Cancer Register, 
which, since 1942, his maintained national 
coverage and to which all cases of malig- 
nant neoplasms in this country are 
reported. 

For each patient the observation period 
was calculated as the length of time from 
the first appointment for examination for 
SCC in the Dermatology Department to the 
death of the patient, or to Jan 1, 1976. 

The expected numbers of internal malig- 
nant neoplasms were calculated on the 
basis of the incidence figures from the 
Danish Cancer Register, as described in 
our previous publieations.'* 

The study then comprised 186 patients 
with SCC and 25 patients with probable 
SCC. The age and sex distribution of the 
patients, as well as the classification of the 
tumors (grades 0 to 4), according to Brod- 
ers,’ appear in Table 1. 

Of 211 patients with SCC and probable 
SCC, eight died of malignant skin 
neoplasm. 


RESULTS 


The number of internal malignant 
neoplasms in the 211 patients with 
SCC and probable SCC appears in 
Table 2. 


Total 


0 0.07 1 0.98 
2 0.82 8 10.01 
M 0.71 15 10.83 
0 0.06 1 1.91 
0 iss 0 0.35 
0 0.47 1 3.37 
3 2.13 26 27.45 

0.53 5 5.43 
0 0.32 5 2.99 
0 0.06 1 1.00 
0 0.15 2 1.76 
0 1.06 13 11.18 
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In a single group of male patients 
with grade 2 SCC (1963 to 1967), the 
incidence of internal malignant neo- 
plasms was found to be significantly 
higher than calculated (seven ob- 
served against 2.85 expected 
[P < .05] ). This is consistent with the 
hypothesis of the same incidence of 
internal malignant neoplasms as in 
the population. In this case it is 
expected that 5% of all the tests 
performed will show significance. 

On the whole, none of our findings 
indicates an increased incidence of 
internal malignant neoplasms in pa- 
tients with SCC. 

By a survey of the 40 patients in 
whom the diagnosis of SCC could not 
be verified by the histological review, 
and of the 11 patients whose histolog- 
ical specimens were not available, no 
discrepancy was found between ob- 
served and expected numbers of inter- 
nal malignant neoplasms. Conse- 
quently, there is no indication of an 
unexpected selection in these groups. 


COMMENT 


Throughout the years the relation- 
ship between cutaneous carcinoma 
and internal malignant neoplasms has 
been much discussed. Opinions have 
varied greatly and one writer, Peller,’ 
was convinced that skin cancer could 
be said to rather protect against the 
development of internal malignancy. 
Results of numerous studies, those of 
American authors in particular, have 
indicated that it was possible to 
demonstrate a pronounced predomi- 
nance of internal cancer in patients 
with Bowen's disease, and, in a 
comprehensive study comprising all 
types of skin cancer, Carpenter et al 
also maintained that an increased 
incidence of internal malignant tu- 
mors could be demonstrated in their 
patients. 

Epstein"? is exceptional in that he 
does not find any relationship be- 
tween mucocutaneous and visceral 
cancers, whereas, for patients with 
Bowen's disease, he finds a consider- 
able predominance of internal can- 
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cer.’ 

In a recent American study,* the 
problem concerning the relationship 
between Bowen’s disease and internal 
malignancy was reconsidered. The 
result was that no increased incidence 
of internal malignancy could be dem- 
onstrated in male patients with Bow- 
en’s disease, whereas in female 
patients a certain predominance was 
observed. 

These divergent results might be 
caused by the fact that the groups of 
patients examined have been exposed 
to carcinogenic agents to various 
degrees, eg, arsenic. This is obviously 
the case in certain regions where 
arsenic has been used as a pesticide or 
where the drinking water, as in 
Taiwan, previously contained high 
concentrations of arsenic. In the 
Danish population this condition is a 
minor consideration.’ Unfortunately, 
we cannot contribute much to an 
assessment of the possible importance 
of arsenic because our patients were 
not questioned with a view to previous 
arsenic treatment. 

The above study results are subject 
to some uncertainty since, in the coun- 
tries concerned, no applicable control 
groups could be provided. The Danish 
population of some 5 million is thor- 
oughly registered, and everybody can 
be traced throughout his life. The 
Danish Cancer Register covers all 
Denmark, and through this register 
patients can be traced even after very 
long periods of observation. In the 
present study only two of 211 patients 
could not be traced. 

The number of patients in whom 
internal malignant neoplasms did not 
develop because of death from SCC is 
so small that it will have no influence 
on the results of the study. 

In our previous studies"? we were 
unable to demonstrate any correlation 
between internal malignancy and 
Bowen's disease or multiple basal cell 
carcinoma. The present study also 
indicates clearly that there is no rela- 
tionship between SCC and internal 
cancer. 
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Bowenoid Papulosis of the Genitalia 


Thomas R. Wade, MD; Alfred W. Kopf, MD; A. Bernard Ackerman, MD 


e We report 34 cases of bowenoid 
papulosis of the genitalia. In each case, 
the patient had numerous reddish brown 
or violaceous papular lesions, some 
distinctly verrucoid, situated on the geni- 
talia. Although clinically the lesions 
invariably appeared benign, histologic 
examination of specimens from the geni- 
tal lesions in each patient showed 
changes of squamous cell carcinoma in 
situ. Many of the patients gave a history of 
preceding viral lesions on the genitalia. 
Therapy in all cases was conservative but 
thoroughly ablative. We view bowenoid 
papulosis as a new entity whose biologic 
behavior if untreated is as yet unknown. 

(Arch Dermatol 115:306-308, 1979) 


] À pea in dermatology are 
usually made accurately enough 
on the basis of the clinical features of 
the lesions alone. However, some enti- 
ties require histopathologic study of 
adequate biopsy material to establish 
the diagnosis. Cutaneous lesions that 
appear to be banal sometimes have 
unexpected histologic findings that 
surprise the clinician and the patholo- 
gist. Such has been the case in certain 
novel genital lesions in young men 
thought at first to be benign based on 
clinical examination, but which histo- 
logically were found to have changes 
of squamous cell carcinoma in situ. We 
have termed this condition "bowenoid 
papulosis of the penis" in a report of 
11 such cases in men. 

We report 23 new cases of bowenoid 
papulosis and call attention to the fact 
that such lesions may oceur on the 
genitalia of women as well as of men, 
which necessitates a change in title of 
the condition to "bowenoid papulosis 
of the genitalia." 


PATIENTS AND METHODS 


This study was performed on biopsy 
specimens from genital lesions of 28 men 
and six women that were submitted to the 
Dermatopathology Laboratory of the New 
York University Medical Center during a 
30-month period (from 1975 to 1978). At 
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least one, and as many as seven biopsy 
specimens were obtained from each pa- 
tient. Each specimen was processed in the 
routine fashion, stained with hematoxylin- 
eosin, and examined using conventional 
microscopic techniques. Serial sections 
through entire tissue blocks were made 
from many of the specimens. Electron 
microscopic examination was performed on 
ten specimens from four patients. 

Clinical findings in the 34 patients are 
shown in the Table. The 28 men ranged in 
age from 21 to 38 years, with a median age 
of 28 years. Their penile lesions were situ- 
ated on the shaft alone in 21 cases, on both 
the shaft and glans in five cases, and on the 
glans alone in two cases. The lesions were 
slightly elevated, reddish brown to viola- 
ceous papules, and some had slight scaling 
(Fig 1). In several instances, the papules 
became confluent to form small plaques. 
Some of the lesions had a distinct velvety 
or a slightly verrucoid appearance. The 
outlines of the lesions were round, oval, or 
slightly irregular. Their borders were often 
sharply circumscribed and abruptly ele- 
vated, but at times they were indistinct 
and sloping. None of the lesions were ulcer- 
ated, and only one of the patients had 
associated symptoms. The number of 
lesions ranged from two to more than ten, 
and they were 2 to 10 mm in diameter, with 
an average diameter of 4 mm (Fig 2). The 
duration of the penile lesions prior to diag- 
nosis by biopsy varied from two months to 
more than ten years. 

Ten of the 28 patients had had infections 
with herpes progenitalis. Of these ten 
patients, five had received photoinactiva- 
tion therapy (photoactive dye plus light). 
Nine patients reported having penile warts 
(condylomata acuminata); four of these 
had received treatment with podophyllum 
resin at least two months before biopsy. 
Two patients had lesions of both herpes 
simplex and condylomata acuminata. Two 
of the patients had psoriatic lesions on the 
penis. Ten patients had no past history of 
any kind of penile lesion. Six patients had a 


—" 
history of verrucae on other parts of the 7 


body. 

None of the patients gave a history of 
ingestion of arsenic or of having applied 
any topical medication other than photoac- 
tive dyes or podophyllum resin. Twenty- 
seven of the men had been circumcised 
during infancy. 

The clinical diagnoses submitted with 
the biopsy specimens of these penile 
lesions were lichen planus, psoriasis, verru- 
cae vulgares, condylomata acuminata, 
granuloma annulare, and nevi. In no 
instance was squamous cell carcinoma in 
situ (as either Bowen's disease or erythro- 
plasia of Queyrat) cited in the clinical 
differential diagnosis. 

The six women ranged in age from 18 to 
33 years, with a median age of 27 years. 
Each of these patients also had several 
lesions on the genitals, mostly on the vulva. 
The lesions were pinkish or reddish brown 
papules, some verrucoid, and all were diag- 
nosed clinically as condylomata aeuminata 
or verrucae vulgares. 


RESULTS 
Conventional Microscopic Findings 


Each biopsy specimen showed hy- 
perkeratosis with focal parakeratosis. 
The epidermis was hyperplastic (pso- 
riasiform in many cases) and the 
granular zone was prominent focally. 
There was crowding of the nuclei of 
the epidermal cells. Many of the nuclei 
were large, hyperchromatic, and pleo- 
morphic, and others were in mitosis, 
some atypically so. Necrotic, dyskera- 
totic, and multinucleated keratino- 
cytes were also seen (Fig 3 to 6). 

Within the dermal papillae, the 
blood vessels were dilated and tor- 
tuous, and there was either a sparse 
perivascular or a band-like infiltrate 
of lympocytes and histiocytes in the 
upper dermal area. 


Clinical Findings in 34 Patients With Bowenoid Papulosis 


Characteristic Men Women 
No. of patients 28 6 


Age, yr 
Location of lesions 


21 to 38; median age, 28 
Shaft, 21/28; glans, 2/28; 


18 to 33; median age, 27 
Perineal and vulvar areas 


glans and shaft, 5/28 


Size of lesions, mm 


No. of lesions 
tient) 


Symptoms 


Duration of lesions 
Previous genital lesions 





2 to 10; average size, 4 
Many (2 to >10 per pa- 


None in 27/28; slight pru- 
ritus in 1/28 

<2 mo to >10 yr 

None in 10/28; condylomata 
in acuminata 
herpes simplex virus in 


Same as men 
Same as men 


None in 6/6 


Same as men 

None in 2/6; condylomata 
acuminata in 3/6; herpes 
simplex virus in 1/6 


in 9/28; 


10/28; psoriasis in 2/28 


. Lye . H 


Circumcision in infancy 27/28 
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MUN a c LA 
Fig 1.—Numerous, discrete, 
slightly scaly, skin-colored to 
violaceous papules and plaques 
by confluence of papules. Pap- 
ules are hyperpigmented and 
verrucous, all on distal part of 
shaft of penis. 





Fig 4.—Higher magnification of 
Fig 3 showing extreme nuclear 
atypia, dyskeratotic cells, and 
keratinocytes in mitosis. These 
changes may also be seen in 
Bowen's disease (hematoxylin- 
eosin, original magnification 
x 100). 
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Fig 2.—Smooth-surfaced, skin- 
colored to slightly erythematous 
papules and plaques of bowe- 
noid papulosis on shaft of penis. 
Fissured wound is in previous 
biopsy site. 











Fig 3.—Epidermis is thickened by in- 
creased number of atypical keratinocytes, 
some gigantic and others merely dyskera- 
totic. Moderately dense, lichenoid, inflam- 
matory cell infiltrate is seen in upper part 
of dermis of this typical lesion of bowenoid 
papulosis (hematoxylin-eosin, original 
magnification x 40). 


Fig 5.—Atypical papillated epidermal hy- 
perplasia is common manifestation of 
bowenoid papulosis. Lichenoid, inflamma- 
tory cell infiltrate in superficial dermis is 
also usual feature in this condition (hema- 
toxylin-eosin, original magnification 
x 10). 





c 

Fig 6.—Higher-power view of Fig 
5 shows keratinocytes with atyp- 
ical nuclei at all levels of epider- 
mis, some multinucleated, oth- 
ers dyskeratotic, and still others 
in mitosis (hematoxylin-eosin, 
original magnification X 40). 
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The histologic findings were those 


of squamous cell carcinoma in situ. 


Electron Microscopic Findings 


Electron microscopic examination 
of ten specimens obtained from four 
patients failed to reveal viral parti- 
cles. 


COMMENT 


The lesions herein described as 
bowenoid papulosis of the genitalia 
were unusual because they were 
multiple, showed histologic features 
of squamous cell carcinoma in situ, 
and appeared in young adults. Of 
special note is the fact that none of 
the lesions in any of the 34 patients 
was diagnosed clinically as squamous 
cell carcinoma in situ. 

The clinical features that differen- 
tiate bowenoid papulosis of the geni- 
talia from previously described cases 
of squamous cell carcinoma in situ on 
the genitalia (erythroplasia of Quey- 
rat) are (1) onset at an earlier average 
age; (2) multiplicity of lesions; (3) lack 
of associated symptoms; (4) smaller 
size of the lesions; (5) clinical morpho- 
logic features, ie, papular lesions; and 
(6) occurrence in cireumcised men. 

Of the various possible causative 
factors associated with squamous cell 
carcinoma in situ, most can be 
discounted by the weight of historical 
information in these patients. Thus, 
exposure to electromagnetic radia- 
tion, ingestion of arsenic, and topical 
applieation of carcinogens can be 
virtually eliminated. However, a pos- 
sible relation to certain preceding 
viral infections deserves further com- 
ment and consideration. 

A history of antecedent condyloma- 
ta acuminata or verrucae vulgares of 
the genitals was obtained from many 
(12/34) of our patients. Numerous 
investigators state that indubitable 
condylomata acuminata may undergo 
malignant transformation, albeit 
rarely.^* An association between con- 
dylomata acuminata and histologic 
changes of squamous cell carcinoma in 
situ has been demonstrated by elec- 
tron microscopy, suggesting that such 
cutaneous viral infections may trans- 
form into carcinomas on the geni- 
tals.'^ Virus-like particles have also 
been found within the cytoplasm of 
keratinocytes in specimens of Bow- 
en's disease.''-? 

Epidermodysplasia ^ verruciformis 
and herpesvirus infections of the 
cervix are two other conditions in 
which viral infections have been 
linked to the development of epithelial 
carcinomas.'4-!? 

Approximately one third of the 
patients with bowenoid papulosis 
gave histories of previous genital 
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infections with herpes simplex virus. 


Five of these patients received photo- 
inactivation therapy for their herpetic 
lesions prior to developing bowenoid 
papulosis. It has been suggested that 
treatment of herpetic lesions with 
photoinactivation therapy may in- 
crease the oncogenic potential of the 
herpes simplex virus.”°-?? Whether this 
form of treatment had any role in the 
pathogenesis of the lesions in our 
cases remains to be proved. Quite 
clearly, however, some of our patients 


with bowenoid papulosis who had a. 


past history of herpes progenitalis 
infections did not have photoinaetiva- 
tion therapy. 

The simultaneous appearance of 
numerous lesions of the type in point 
in all of these patients also suggests 
an infectious cause. The history of 
preceding viral infections in the 
majority of the patients supports this 
hypothesis. To us, the phenomenon of 
multiple genital lesions with histo- 
logic features of squamous cell carci- 
noma in situ is a distinctive phenome- 
non, probably related pathogenetical- 
ly to eutaneous viral infections. That 
viral particles could not be identified 
in any of these genital lesions by 
electron microscopy does not disprove 
this, because ultrastructural detection 
of viral particles in cancer cells 
unquestionably induced by viruses is 
not always possible.? Once virally 
induced malignant transformation of 
a cell occurs, a complete virus may not 
be formed, and therefore, the virus is 
no longer recognizable morphological- 
ly. 
One of the most important ques- 
tions about these lesions is what their 
biologic behavior would be if left 
untreated. To date, all but one of our 
patients have received ablative surgi- 
cal therapy, and we are closely follow- 
ing the clinical course of the untreated 
patient. Because of the worrisome 
histologic findings and the possible 
malignant potential of bowenoid pap- 
ulosis, we recommend that such 
lesions be treated by some form of 
conservative extirpation, such as 
shave biopsy followed by curettage- 
electrodesiccation or conservative lo- 
cal excision with primary closure. To 
date, all of the patients described 
herein who have been so treated have 
had no recurrences. However, it 
should be stressed that it is only 
recently that we have come to recog- 
nize bowenoid papulosis as a new enti- 
ty, and there has not been sufficient 
follow-up study to determine long- 
term recurrence rates. Furthermore, 
we cannot judge the future course of 
such patients in terms of development 
of new lesions or the potential for 
invasive squamous cell carcinomas. 
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Persistence of Herpes Simplex Virus 


Types 1 and 2 in Infected Individuals 


Marilyn J. August, PhD; James J. Nordlund, MD; G. D. Hsiung, PhD 


e During a 23-month period, 18 patients 
with facial or genital herpetic lesions were 
examined; culture specimens from each 
patient were obtained three times per 
week for virologic studies. The isolated 
viruses were identified, and the average 
duration of herpesvirus in lesions was 
determined. Herpes simplex virus type 1 
(HSV-1) was isolated from facial lesions 
for a mean duration of 3% days. In 
contrast, herpes simplex virus type 2 
(HSV-2) was isolated from genital lesions 
for a mean duration of 5% days. The 
duration of viral persistence in lesions of 
patients with mild primary infection did 
not seem to differ from that in patients 
with recurrent infection. 

(Arch Dermatol 115:309-310, 1979) 


n d A studies indicate 
that 70% to 80% of individuals 
older than 14 years of age have been 
infected with herpes simplex virus 
(HSV), either type 1 (HSV-1), type 2 
(HSV-2), or both.' With a high inci- 
dence of infection and no effective 
treatment or prophylaxis, patients are 
concerned about the spread of disease 
tọ their sexual partners. There is 
added concern regarding infection 
since recent reports have associated 
HSV-2 with cervical cancer." At the 
present time, treatment can only 
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palliate the pain and discomfort of the 
patient. It is the task of physicians to 
help prevent new infections by advis- 
ing individuals how long an active 
infection may be potentially conta- 
gious to another person. In a recent 
article, Spruance et al^ reported that 
HSV-1 persisted for about 3!^ days in 
facial lesions, but HSV-2 was not 
included in that study. We have 
conducted a similar investigation of 
patients with facial or genital herpetic 
infections. 


PATIENTS AND METHODS 


Members of a prepaid health plan who 
had primary or recurrent herpetic infec- 
tions were invited to participate in the 
study. Included were male and female 
college students and young adults from 18 
to 45 years of age with no known underly- 
ing diseases. 

Patients with vesicular eruptions were 
examined by a dermatologist. Those with 
herpetiform lesions were questioned care- 
fully regarding history of the time of onset 
and duration of the current lesion prior to 
culture and regarding any previous history 
of herpes-like lesions. The day of onset of 
symptoms, such as burning, itching, or 
tingling, but without visible changes in the 
skin, was defined as day 0. Day 1 was 
defined by the first appearance of erythe- 
ma or papules. Herpetiform lesions were 
cultured three times per week for two 
weeks. Vesicles were unroofed and crusts 
removed to expose the base of the lesion. 
Specimens were taken from the affected 
area with sterile cotton-tipped applieators 
and placed directly into culture tubes, 
which contained monolayers of primary 
rabbit kidney cells prepared as previously 
described. No therapy was prescribed for 
patients, although there were no restric- 
tions on use of proprietary medications. 

Cell cultures were examined three times 
per week for characteristic herpes-induced 
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cytopathic effects (CPEs). When CPE was 
observed, culture fluids were subcultured 
for further identification. Virus titers in 
the lesions were not determined in this 
study. 

Identification of HSV-1 and HSV-2 was 
done by a biological assay system using a 
combination of temperature sensitivity 
together with microplaque formation in 
chick embryo cell monolayers.’ Since 
HSV-1 does not produce plaques in chick 
cells and HSV-2 does, presumptive typing 
was readily accomplished with subsequent 
serologic confirmation in selected cases. 


RESULTS 


The present study was conducted 
during a period of 23 months from 
May 1975 to March 1977; it included 
18 patients with herpetic lesions on 
facial and genital sites. The location 
and frequency of isolation of HSV-1 
and HSV-2 in these patients are listed 
in Table 1. The sex of each patient and 
the characteristics of each infection 
are detailed in Table 2. 

The lesions of participants were 
cultured serially during an episode of 


Table 1.—Frequency of Herpes 
Simplex Virus (HSV) Isolation 
From Body Sites 


No. of 


Site of Isolation Isolations 


HSV-1 
Mouth, lip 


Forehead 


HSV-2 
Labia majora 


Gluteal cleft, buttocks 
Penis, pubic area 
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Table 2.—Persistence of 
HSV-1 and HSV-2 in Lesions 
After Serial Sampling 


Occurrence 
Patient/ of 
Sex Infection* 


70| Di D| viv) Di D| 20 
MPM), S| A al ml a! & 


R 
R 
R 
P 
P 
R 
R 
R 
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*P, primary infection; R, recurrent infection. 


herpetic eruption. Type 1 HSV was 
isolated from facial lesions on eight 
patients, seven male and one female. 
Three of these had no history of a 
previous herpetic eruption, and they 
were considered to have primary 
infections. The virus persisted for less 
than four days in six of these individ- 
uals (Table 2). The mean duration of 
HSV-1 was 3% days (SD = 1/5), which 
was consistent with findings in the 
previous study.‘ In addition, the shed- 
ding of virus generally followed the 
clinieal eourse, with best recovery of 
virus from early lesions in the vesicu- 
lar stage. By the time lesions were dry 
and crusted on the fourth day, there 
was decreasing success of virus isola- 
tion. 

Type 2 HSV was isolated from ten 
patients, seven female and three male. 
Two had no prior history of herpetic 
eruption and were considered to have 
primary infections. Samples were 
repeatedly obtained from genital sites 
of all patients (Table 2). In contrast to 
patients harboring HSV-1, six of ten 
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patients shed HSV-2 for more than 
four days, with virus recovery from 
one healthy individual with recurrent 
infection as long as 14 days after the 
onset of symptoms (Table 2). The 
mean duration of HSV-2 persistence 
in this group was 5% days (SD = 4). If 
the patient with HSV-2 persisting for 
14 days is excluded from the study, 
the average duration of HSV-2 per- 
sistence is five days. 


COMMENT 


The present study showed that 
HSV-1 infection was of short-lived 
nature, whereas HSV-2 infection per- 
sisted longer. Spruance et al* reported 
that with recurrent HSV-1 eruptions, 
resolution from vesicles to crusting 
generally occurred within 48 hours 
after the appearance of clinical signs. 
Physical manifestations, including 
pain and lesion size, were greatest 
during the first 24 hours, which coin- 
cided with the period of high frequen- 
cy of virus isolation. In close agree- 
ment with previous investigators,’ we 
found that the duration of HSV-1 in 
lesions was approximately 3!? days. 

In the present study, HSV-1 was 
isolated from facial sites and 
HSV-2 was isolated from the genitals 
and buttocks. Five of the 18 patients 
reported that they had not had a 
previous herpetic infection and were 
considered to have a primary infec- 
tion. The clinical signs and symptoms 
in these patients were mild. None had 
fever, lymphadenopathy, or extensive 
erosions. Furthermore, the duration 
of viral persistence in the lesions of 
these patients did not seem different 
from that in patients with a history of 
recurrent lesions (Table 2). One 
patient with HSV-2 persisting for 14 
days had several previous herpetic 
infections. These observations sug- 
gest that the persistence of virus may 
not be determined by the patient’s 
prior experience with the virus.’ 

Why HSV-2 in genital lesions 
persisted two days longer than HSV-1 
in infections on the face is not clear. 
One can readily propose several possi- 
bilities. The skin of the genitalia may 
be less resistant to infection, the 
occlusive nature of the genital tract 


may provide a suitable site for replica- 

tion of HSV-2; or HSV-2 may be more. 
difficult for the host to eradteate. It 

would be interestihg tb know whether 

HSV-1 infection in £he genital tract' 
also persists longer. s 

The duration of virus shedding 
from lesions is an important consider- 
ation not only in controlling the 
dissemination of HSV infection but 
also in the development and applica- 
tion of chemotherapeutic agents. The 
resolution of infection with recurrent 
HSV-1 is fairly rapid, with the natural 
healing process generally beginning 
within 24 hours after the first vesicles 
appear, before most patients seek 
medical attention. Since HSV-2 per- 
sists for a longer period, it may be a 
more suitable model for studying the 
efficacy of antiviral agents. 

Although this investigation does 
not approach the mechanisms or 
causes of virus persistence, it is valu- 
able in providing information to 
better advise patients afflicted with 
recurrent HSV infection. 


This study was supported in part by grant 
5T32 A1 07018 from the Institute of Allergy and 
Infectious Diseases, National Institutes of 
Health. Christine A. Anderson provided technical 
assistance. 
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..Loealized Herpes Simplex Infections in 


Atopic Dermatitis 


James J. Leyden, MD, David A. Baker, MD 


€ Herpes simplex infections, localized 
to areas of atopic dermatitis, were docu- 
mented in ten children. The typical clini- 
cal picture consisted of low-grade fever 
and exacerbation of the eczema with 
discrete vesicles localized to affected 
skin, followed by punched-out ulcera- 
tions. Recurrent attacks were observed in 
seven cases and coincided with active 
attacks of herpes labialis in other family 
members or close friends, suggesting 
reinfection as the source. In no patient did 
a disseminated Kaposi's varicelliform 
type of eruption develop. Viral cultures in 
30 additional patients with acute flares of 
atopic dermatitis without vesicles or 
ulcerations failed to disclose any herpes 
simplex. 

(Arch Dermatol 115:311-312, 1979) 


here is now general agreement 

that patients with atopic derma- 
titis are more susceptible to cutaneous 
viral infections than the general popu- 
lation. A particularly dangerous con- 
sequence is the widespread fulminat- 
ing viral infection known as Kaposi's 
varicelliform eruption. In this disor- 
der, herpes simplex or vaccinia pro- 
duce widespread umbilicated vesicles 
and pustules resembling varicella.’ 
Fever and systemic toxicity are prom- 
inent, and death may result, particu- 
larly in infants. The clinical constella- 
tion of vesicles, fever, and atopic 
dermatitis make the diagnosis rela- 
tively straightforward. Most investi- 
gators believe that in the case of 
herpes simplex, these widespread in- 
fections represent primary attacks in 
previously uninfected subjeets.* 

In 1964, Husain and Sommerville 
suggested that herpes simplex virus 
may be frequently isolated from 
involved skin.’ They reported a preva- 
lence of 34% in patients with “eczema” 
and suggested that low-grade infec- 


tion with herpes simplex virus may be 
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a common occurrence in eczematous 
skin. However, this study employed a 
fluorescent antibody technique that is 
generally agreed not to be as accurate 
as present-day culture techniques. No 
subsequent reports to confirm or 
refute these findings have appeared. 
Recently, we have cared for ten 
patients who had low-grade fever in 
association with acute exacerbation of 
their atopic dermatitis due to herpes 
simplex infection. The first three 
diagnoses were made only after 
repeated unexplained attacks led to 
biopsy and cultures for bacteria and 
virus. The clinieal presentation was 
not that of widespread, grouped, 
prominent vesicles but rather dis- 
crete, superficial vesicles followed by 
shallow punched-out ulcers that at 
first were interpreted to be excoria- 
tions. In this report we will detail the 
clinical findings in these patients in 
addition to the results of a survey for 
herpes simplex in patients with acute 
exacerbations of atopic dermatitis. 


CLINICAL AND LABORATORY 
FEATURES OF INAPPARENT 
HERPES SIMPLEX INFECTION 
IN ATOPIC DERMATITIS 


All ten patients had a long history of 
severe and persistent atopic dermatitis 
requiring long-term topical and at times 
systemic steroid therapy. All were relative- 
ly young children—age range, 3 to 9 years. 
None had a history of recurrent attacks of 
herpes labialis. Eight had family members 
who had documented recurrent herpes 
simplex labialis and two had “best friends" 
with documented herpetic infections. 

The Table summarizes the clinical fea- 
tures. The typical presentation consisted of 
an acute flare of atopic dermatitis asso- 
ciated with low-grade fever (0.5 to 1 °C) 
and lymphadenopathy. Involved areas con- 
tained superficial vesicles and shallow 
punched-out ulcerations (Figure). Pustules 
were seen in three patients, one of whom 
also had the highest fever (1 °C). All ten 
were receiving steroids topically at the 
time of herpetic infection and three were 
receiving steroids systemically. Typically, 
the fever lasted five to seven days, vesicles 
did not appear on clinically normal skin, 
and patients did not show signs of toxic 
effects except for the low-grade fever. 
Seven patients have had recurrences, and 
each attack has been localized only to the 


areas of atopic dermatitis. No attacks have 
occurred at times when these patients were 
free of dermatitis, and the pattern of 
recurrences has been for the dermatitis not 
to occur in precisely the same areas as the 
first attack. Recurrences have been limited 
to areas of dermatitis. All recurrences 
followed attacks of herpes simplex labialis 
in other family members or close friends. 


HERPES SIMPLEX CULTURES 
IN ATOPIC DERMATITIS 


The ten patients described above plus 30 
additional patients with typical atopic 
dermatitis had lesions cultured during 
acute exacerbations of their dermatitis; 15 
patients were boys aged 2 to 10 years and 
15 were girls aged 2 to 9 years. All 30 had 
persistent, generalized, atopic eczema with 
frequent exacerbations. Multiple sites of 
oozing, eczematous, atopic dermatitis were 
sampled by moistening a sterile cotton- 
tipped applicator in Eagle’s minimal essen- 
tial medium (MEM) and then vigorously 
swabbing the lesions. Swabs were returned 
to test tubes containing 2 mL of MEM 
containing 2% fetal calf serum supple- 
mented with penicillin potassium, 1,000 
units/mL, gentamicin sulfate, 50 ug/mL, 
and amphotericin B, 5 mg/mL and 
processed immediately. Each of two culture 
tubes of WI-38 cells was inoculated with 0.2 
mL of medium. Two milliliters of mainte- 
nance media was added (MEM and 7.5% 
fetal ealf serum with penicillin potassium, 
100 units/mL, gentamicin sulfate, 5 ug/ 
mL, and amphotericin B, 0.5 pg/mL). 
Tubes were incubated at 37 ?C in a 59 
carbon dioxide atmosphere. Cultures were 
observed daily for cytopathic effect. Nega- 
tive cultures were observed for 28 days 
before being discarded. Isolates were fro- 
zen at —60 °C and subsequently typed by 
the chick embryo fibroblast microplaque 
method.* 


RESULTS 


Type 1 herpes simplex virus was 
recovered from fresh vesicles in all ten 
patients. Cultures from shallow ulcer- 
ations showed growth in three of ten 
patients. None of the 30 patients with 
acute exacerbations of atopic dermati- 
tis had herpes simplex virus recovered 
from multiple culture sites. 


COMMENT 


Herpes simplex infection superim- 
posed on atopic dermatitis is most 
typically thought of as a severe gener- 
alized eruption with prominent sys- 
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liteal fossae 
4/M Trunk, face 
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rows) and multiple punched-out circular 
ulcerations (large arrows) in a patient with 
a flare of atopic dermatitis. Type 1 herpes 
simplex virus was isolated from intact vesi- 
cles. 


temic toxicity (Kaposi’s varicelliform 
eruption). Recent studies indicate that 
patients with atopic dermatitis have a 
mild but definite depression of T-cell 
function."* It is possible that the 
severity of Kaposi's varicelliform 
eruption is at least in part due to a 
relative inability of the atopic host to 
contain and eliminate the herpes 
simplex virus adequately because of 
suppressed T-cell function. 

Our ten patients, however, demon- 
strated herpes simplex infections lo- 
calized to areas of atopic dermatitis 
with a minimum of systemic signs 
(low-grade fever). Instead of wide- 
spread umbilicated vesicles that are 
often hemorrhagic in a typical Kaposi 
type of eruption, these patients had 
scattered superficial vesicles. Upon 
rupture, these lesions left shallow 
punched-out ulcers that were typically 
circular (Figure). On close inspection, 
these can be correctly distinguished 
from excoriations, which are linear, 
triangular, and irregular in shape but 
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Face, neck, antecubital, pop- Topical steroids 


Topical steroids 
Topical steroids 






and popliteal fossae 





not cireular. Herpes simplex virus was 
cultured from fresh intact vesicles in 
all ten patients. In the residual 
punched-out ulcers, herpes virus was 
found in only three patients. 

The clinical course of these patients 
was decidedly different from those 
with typical Kaposi's infection. In- 
stead of severe prostration and high 
fever, these patients experienced only 
low-grade fever and an exacerbation 
of their dermatitis. The fever and 
flare of dermatitis, in general, lasted 
approximately a week. Kaposi's vari- 
celliform eruption is most commonly 
seen in infants at a time when the 
immune system is relatively imma- 
ture, and the clinical course is much 
more severe. Our patients were not 
infants and had infection limited to 
areas of dermatitis. This suggests 
that these patients may have a 
depression in T-cell function localized 
to areas of dermatitis rather than a 
more generalized or central defect. 

Most of our patients sustained 
multiple attacks following herpes la- 
bialis attacks in relatives, suggesting 
contact with those relatives as the 
source of the virus. Recurrence did not 
follow the pattern of exacerbation of a 
latent virus, which typically occurs in 
the same location as the initial attack. 
This lack of pattern in the recurrent 
attacks plus close contact with others 
with active herpes simplex lesions 
speaks for reinfection rather than 
exacerbation of latent virus. Impor- 
tantly, recurrences have been cur- 
tailed by having these patients avoid 
close contact with relatives when they 
have active lesions. We were unable to 
obtain herpes simplex neutralizing 
antibody titers and thus we could not 
determine whether these patients 
have the pattern of a high titer at the 


Clinical Features of Atopic Dermatitis in Patients With Herpes Simplex Infection 


Clinical Findings in 


Vesicles in neck, antecubital, 


Vesicles, ulcers in trunk 
Vesicles, ulcers on neck 





Age, yr/Sex Extent of Dermatitis Previous Treatment Involved Skin Temperature, °C Recurrence 
9/M Antecubital, popliteal fossae, Topical steroids Vesicles, punched-out ulcers 37.5 None 
trunk in antecubital fossae, trunk . 
8/M Antecubital fossae Topical and systemic Pustules, vesicles, ulcers 38 Three 
steroids 

6/F Antecubital fossae Topical steroids ‘Scattered vesicles 37° Three 

8/F Generalized Topical and systemic Vesicles, ulcers in antecubital 37.5* Two 
steroids fossae, arms 

4/F Popliteal fossae Topical and systemic Vesicles, ulcers 37.5* Three 
steroids 

5/M Antecubital, popliteal fossae, Topical steroids Vesicles, ulcers in antecubital 37° Two 

neck, face fossae, neck 
3/M Face, ears, neck Topical steroids Vesicles, ulcers in neck 37.5 None 






37.5* 
37.5* Five 


time of each new attack as is seen in 
patients with classical recurrent 
herpes simplex infections.* 

We were unable to confirm the 
earlier observation of Husain and 
Sommerville that herpes simplex virus 
can be frequently isolated from ec- 
zematous eruptions.’ None of the 30 
patients experiencing a typical acute 
flare of atopic dermatitis had demon- 
strable herpes simplex. Our ten 
patients with herpes simplex infec- 
tions localized to areas of atopic 
dermatitis had a decidedly different 
and recognizable clinical presentation 
with low-grade fever, lymphadenopa- 
thy, vesicles, and punched-out ulcera- 
tions. These features serve to differ- 
entiate flares of atopic dermatitis 
induced by herpes simplex infection, 
and we suggest that herpes simplex 
infections may be a far more common 
occurrence in atopic dermatitis than is 
currently thought. 
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Trimipramine on Nocturnal Scratching 
Patients With Atopic Eczema 


Effects of Trimeprazine and 


= 


John A. Savin, MA, MD, FRCP (Lona), MRCP (Edin), DIH; William D. Paterson, MRCP (Edin); 


Kirstine Adam, PhD; Ian Oswald, MD, DSe 


® Twelve men with severe and long- 
standing atopic eczema were admitted to 
a double-blind trial to establish the effects 
of trimeprazine tartrate, trimipramine mal- 
eate, and placebo on nocturnal scratch- 
ing. Neither of the drugs altered the likeli- 
hood of a scratching bout beginning in 
wakefulness or in any stage of sleep. 
However, both drugs, especially trimi- 
pramine, made sleep less broken, and the 
reduced time spent in stage 1 of sleep 
accounted for a modest reduction in the 
overall amount of scratching during the 
night. 

(Arch Dermatol 115:313-315, 1979) 


he relief of itching is a major part 
of the work of all dermatologists, 
yet there has been little critical inves- 
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TNS, not significant. 
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sleep onset, min 24.0 + 31.7 


tigation into the actions of the 
commonly used oral antipruritie 
agents, many of which slipped into 
general use at a time when their 
actions could not be properly evalu- 
ated. Trimeprazine tartrate is a good 
example of this: the early trials!’ 
were subjective and could not distin- 
guish between its obvious sedative 
qualities and the possibility of a 
specific antipruritic effect. New tech- 
niques for measuring scratching have 
offered a way of assessing these two 
actions separately. We report a dou- 
ble-blind trial in which trimeprazine 
was compared with a placebo and with 
trimipramine maleate, a drug with 
reported sedative and antidepressant 
actions but one not known to have an 
antipruritic effect. 


METHODS 


Using our previously described meth- 
ods,*^ we studied a group of 12 men with 
severe atopic eczema (ages, 23 to 38 years; 
mean age, 25.4 years) who had given 
informed consent after the nature of the 
procedure had been fully explained to 
them. 

Each attended the sleep laboratory on 
four nights at weekly intervals. No 


Table 1.—Whole-Night Analysis* 


Treatment 










Sleep 
Measures Placebo Trimipramine Trimeprazine 
Total sleep time, min 422.2 + 43.9 440.3 + 49.1 435.6 + 41.4 







10.7 + 13.5 12.6 + 16.2 





changes were made in topical treatment 
during the time of the trial. For two weeks 
before the first night, each patient took a 
placebo tablet at night and no other 
systemic medication. The placebo tablets 
were also taken nightly between visits to 
the sleep laboratory. The patients were 
asked not to take alcohol for at least three 
days before each visit to the sleep labora- 
tory. 
The first night in the laboratory acted as 
an adaptation night and was not recorded. 
The other three nights were used for a 
randomized double-blind trial with tri- 
meprazine tartrate (20 mg), trimipramine 
maleate (50 mg), and a placebo, taken one 
hour before retiring. Effective blood levels 
can be expected within one hour and are 
maintained for at least eight hours.* 
Recordings were made of all-night EEG, 
electro-oculogram, submental electromyo- 
gram, and muscle potentials from both 
forearms to reveal rhythmic scratching 


movements. Records were analyzed blind - 


according to international criteria in 20- 
second periods in terms of wakefulness and 
the usual stages of sleep': orthodox (non- 
rapid eye movement [NREM ]) sleep, made 
up of stage 1 (drowsiness) with low-voltage 
irregular EEG waves; stage 2, with sleep 
spindles at about 14 hours; stages 3 and 4, 
with large slow EEG waves; and paradoxi- 
cal REM sleep, in which there is a low- 


Statistical Analysis; 


Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 
Placebo vs trimipramine, NS 

Placebo vs trimeprazine, NS 

Trimipramine vs trimeprazine, NS 
Placebo vs trimipramine, P < .02 
Placebo vs trimeprazine, NS 

Trimipramine vs trimeprazine, P < .01 
Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 
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voltage EEG, loss of skeletal muscle tone, 
as well as rapid, jerky eye movements. 
Blind judgments were also made of the 
presence or absence of scratching bouts, 


and these were categorized into those last- 


ing less than and those longer than ten 
seconds. 

The results were analyzed for the total 
duration of sleep, the delay to falling 
asleep, total wakefulness after sleep onset, 
and for episodes of intervening wakeful- 
ness as well as for conventional sleep 
stages. 

In order to compare each of the two 
drugs with the placebo and with each other, 
t tests for paired observations were used. 


All P values quoted are at the two-tailed 
level of significance except for comparison 
between trimiprazine and placebo for 
measures of scratching, in which it has 
been legitimate to use a one-tailed test 
since it could be predicted that trimepra- 
zine would reduce scratching.'? Rates of 
scratching during intervening wakefulness 
were compared using a Student's t test. 


RESULTS 
Full-Night Measures 


No significant differences were 
found among the three treatments for 
total time asleep, time spent before 


falling asleep, or in total wakefulness 
after first falling asleep. There was a 


tendency toward longer sleep- dura-* 


tion and shorter sleep latency with 
both drugs (Table 1). 


Intervening Wakefulness and 
Stage 1 Sleep 


Both trimipramine and trimepra- 
zine significantly reduced the minutes 
of stage 1 sleep (drowsiness) that 
occurred during the accumulation of 
the first six hours of sleep when 
compared with placebo. Only tri- 


Table 2.—Mean Totals For First Six Hours of Sleep* 


ee M 
Placebo 


Intervening wakefulness, 


Treatment 


Trimipramine Trimeprazine 


min 22.9 + 31.7 


Stage 1 sleep, min 


Intervening wakefulness and 
stage 1, min 


Stage 2 sleep, min 


REM stage, min 


No. of shifts to wakefulness 
and stage 1 sleep 


*Mean + SD. 
TNS, not significant. 


Scratching 
Bouts 


Less than 10-s duration 


More than 10-s duration 


All scratching bouts 


*Mean + SD. 
TNS, not significant. 


62.8 + 40.3 


201.9 + 24.3 


40.3 + 33.5 


136.4 + 73.5 


39.9 + 18.6 


37.3 + 23.8 


201.9 + 38.9 


57.5 + 19.6 


26.9 + 12.3 


Treatment 


MM + 
Placebo 


96.1 + 45.8 


Trimipramine 
68.2 + 25.1 


Trimeprazine 
87.8 + 60.2 


26.2 + 26.6 


94.4 + 48.8 


Statistical Analysis; 


Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 


Placebo vs trimipramine, P < .01 
Placebo vs trimeprazine, P < .05 
Trimipramine vs trimeprazine, NS 


Placebo vs trimipramine, P < .01 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 


Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 


Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 


Placebo vs trimipramine, P < .05 
Placebo vs trimeprazine, P < .1 
Trimipramine vs trimeprazine, NS 





Statistical Analysis? 


Placebo vs trimipramine, P — .1 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 
Placebo vs trimipramine, P — .05 
Placebo vs trimeprazine, P — .05 
Trimipramine vs trimeprazine, NS 
Placebo vs trimipramine, P — .05 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 


Table 4.—Total Scratching Bouts During First Six Hours of Sleep, Excluding Scratching During Intervening Wakefulness* 


es 
Placebo 


Measurement 


No. of scratching bouts of 
less than 10 s 


No. of scratching bouts of 
more than 10 s 


*Mean + SD. 
1NS, not significant. 
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Treatment 


Trimipramine Trimeprazine 


Statistical Analysis? 


Placebo vs trimipramine, NS 
Placebo vs trimeprazine, NS 
Trimipramine vs trimeprazine, NS 
Placebo vs trimipramine, P — .05 
Placebo vs trimeprazine, P — .05 
Trimipramine vs trimeprazine, NS 





T 


Nocturnal Scratching—Savin et al 





^X 


NM 
N 


/ Ls Trimipramine 


Scratching Bouts Starting per Minute 


3+4 REM 
Sleep Stage 


Intervening l 2 
Wakefulness 


Frequency with which scratching bouts 
started during sleep stages and during 
intervening wakefulness during accumula- 
tion of first six hours of sleep. 


mipramine significantly reduced com- 
bined intervening wakefulness and 


stage 1 sleep in the same period 


(Table 2). 

Trimipramine also significantly re- 
duced the combined number of transi- 
tions from any stage of sleep into 
wakefulness or into stage 1 sleep. 


Number of Scratching Bouts 


The total number of scratching 
bouts occurring during both sleep and 
intervening wakefulness in the course 
of accumulating the first six hours of 
sleep is shown in Table 3. Trimipram- 
ine use was associated with a signifi- 
cant reduction both in the total 
number of bouts and of those lasting 
more than ten seconds. Trimeprazine 
use was associated with a modest but 
not significant fall in the total 
number of bouts and a significant 
decrease in the number of bouts last- 
ing more than ten seconds. 

Second, by excluding any scratching 
during wakefulness that intervened in 
the course of accumulating the first 
six hours of sleep, there were no 
significant effects on scratching bouts 
of shorter duration; however, tri- 
mipramine and trimeprazine both sig- 
nificantly reduced scratching episodes 
lasting more than ten seconds 
(Table 4). 


Frequency of Scratching Bouts 


Neither drug altered the frequency 
with which scratching bouts were 
initiated in the time*spent before 
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falling asleep. At that stage, the drugs 
were unlikely to have been absorbed 
fully; however, the frequency of 
seratching bouts at all durations was 
not significantly reduced (P > .05) by 
either drug in the first six hours of 
sleep or in the periods of intervening 
wakefulness occurring during their 
accumulation (Figure). When scratch- 
ing bouts longer than ten seconds 
were considered, these occurred less 
often after trimeprazine therapy than 
after placebo during stage 2 sleep. 


COMMENT 


This trial has confirmed our earlier 
findings that the frequency with 
which scratching bouts oceur at night 
is largely determined by the differing 
reactivity in the individual sleep 
stages. In addition, we have now 
shown that the use of both trimipra- 
mine and trimeprazine has been asso- 
ciated with some decrease in the 
number of bouts of nocturnal scratch- 
ing in patients with atopic eczema. 

A drug that reduces nocturnal 
scratching might do so in one of the 
following three ways: (1) by cutting 
down the frequency with which 
scratching bouts occur during each of 
the sleep stages and during periods of 
intervening wakefulness; (2) by short- 
ening individual scratching bouts 
without affecting the frequency with 
which they occur; or (3) by increasing 
the proportion of time spent in those 
sleep stages (8 and 4) when scratching 
bouts are infrequent, and decreasing 
that occupied by wakefulness and 
stage 1 of orthodox sleep, when 
scratching can be expected to occur 
frequently. 

We have examined our results with 
these three possible mechanisms in 
mind. The first possibility cannot be 
supported since neither trimeprazine 
nor trimipramine altered the likeli- 
hood of scratching bouts of all dura- 
tions occurring during any of the vari- 
ous sleep stages, or during periods of 
intervening wakefulness (Figure). 
The second possibility has received 
some support since both drugs signifi- 
cantly decreased the total number of 
longer scratching bouts in the first six 
hours of sleep, while not affecting the 
number of shorter bouts. 

It is the third mechanism, however, 
that seems to be the most important. 
The changes in sleep itself were suffi- 
cient to account for any overall reduc- 
tion in the number of scratching bouts 
recorded during the night. Sleep 
became less broken, and the time 
spent in stage 1 sleep, when scratch- 


ing is always especially frequent, was 
reduced. 

In our study, scratching, not itch- 
ing, was measured. The best defini- 
tion of itching, albeit a circular one, is 
that it is an unpleasant cutaneous 
sensation that provokes the desire to 
scratch.‘ During sleep, and therefore 
in most of our study, no such conscious 
sensation of itching exists. However, 
the commonsense idea that the 
amount of scratching is directly 
related to the degree of subjective 
itching has now received some confir- 
mation. 

Our study has shown that with 
treatment with both trimeprazine and 
trimipramine sleep becomes less bro- 
ken, with a lessening of the time 
awake and in stage 1 sleep, and that 
these actions, which may be helpful to 
some patients, were associated with a 
modest reduction in the number and 
perhaps the length of scratching 
bouts. Anxiety over itching and 
scratching during wakefulness may 
also be reduced, but the design of our 
trial did not allow us to examine this. 
Further studies are now needed to 
assess the effect of long-term treat- 
ment with these compounds and to 
obtain dose-response data. 


This study was supported in part by May and 
Baker, Ltd, Dagenham, Essex, England. 


Nonproprietary Names and 
Trademarks of Drugs 


Trimeprazine tartrate— Temaril. 
Trimipramine maleate—Surmontil 
Maleate. 


References 


1. Anderson TE, Chalmers D: A trial of tri- 
meprazine in itching dermatoses. Br J Dermatol 
11:214-218, 1959. 

2. Smith MA, Curwen MP: Controlled trials of 
two oral antipruritic drugs, trimeprazine and 
methdilazine. Br J Dermatol 73:351-358, 1961. 

3. Hellier FF: A comparative trial of trimepra- 
zine and amylobarbitone in pruritus. Lancet 
1:471-472, 1963. 

4. Savin JA, Paterson WD, Oswald I: Scratch- 
ing during sleep. Lancet 2:296-297, 1973. 

5. Savin JA, Paterson WD, Oswald I, et al: 
Further studies of scratching during sleep. Br J 
Dermatol 93:297-302, 1975. 

6. Johnson PC, Masters YF: Effect of 
sustained release on absorption and excretion of 
S*-labelled trimeprazine tartrate. J Lab Clin 
Med 59:993-999, 1962. 

7. Rechtschaffen A, Kales A (eds): Manual of 
Standardized Terminology, Techniques and Scor- 
ing System for Sleep Stages of Human Subjects. 
US Government Printing Office, 1968. 

8. Seratching the surface of the itch, editorial. 
Arch Dermatol 99:133-134, 1969. 

9. Felix R, Shuster S: A new method for the 
measurement of iteh and the response to treat- 
ment. Br J Dermatol 93:303-312, 1975. 


Nocturnal Scratching—Savin et al 315 






Py 
< 
“= 
i 
^ 
v 





Case Reports 





In Vivo Bound Pemphigus Antibodies 
in a Stillborn Infant 


Passive Intrauterine Transfer of Pemphigus Vulgaris?. 


Hylke Terpstra, MD; Marcel C. J. M. de Jong, PhD; A. H. Klokke, MD 


è Pemphigus vulgaris developed in a 
23-year-old woman during the first trimes- 
ter of pregnancy. In the 33d week she had 
a stillbirth of a female child who showed 
extensive skin lesions clinically sugges- 
tive of pemphigus. The application of 
direct immunofluorescence staining to 
skin tissue sections showed deposition of 
IgG in the intercellular spaces of the 
epidermis of both mother and child. 

Our findings raise the possibility of 
transplacentar passage of pemphigus 
antibody, which may have been responsi- 
ble for the fetal skin lesions. 

(Arch Dermatol 175:316-319, 1979) 


quennigus vulgaris is predomi- 
nantly a disease of middle and 
advanced age, although persons of 
younger age can be affected. Reviews 
on this subject seldom refer to the 
incidence of this disease in pregnan- 
cy. 
The discovery of autoantibodies 
against the intercellular substance of 
stratified epithelium in patients with 
pemphigus has led investigators to 
suggest that this disease represents 
an autoimmune disorder.’ 

In view of the possible direct role of 
pemphigus antibodies (Pab) in the 
pathogenesis of the disease, attempts 
at passive transfer of pemphigus 
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continue to be the subject of in vivo 
and in vitro studies.” The experimen- 
tal evidence so far obtained is incon- 
clusive, although there is a general 
tendeney to assign a pathogenic role 
to Pab in the production of acantho- 
lytie lesions. The involvement of 
components of the plasma comple- 
ment system in this supposed type of 
autoallergic tissue injury is not 
clear.” 

Recently, Ruocco et al'* for the first 
time reported on a case in which depo- 
sition of IgG on the membrane of 
acantholytic cells in bullous lesions of 
a newborn infant was attributed to 
transplacentar transfer of pemphigus 
antibody. Unfortunately, the authors 
make no mention of the characteristic 
pattern of intercellular IgG deposition 
in the infant’s skin. 

This article deals with a similar 
“experiment of nature” and considers 
in particular immunofluorescence 
findings in the skin of a mother with 
pemphigus vulgaris and of her still- 
born child who had erosive skin 
lesions. 


REPORT OF A CASE 


A 23-year-old woman in the 14th week of 
pregnancy was admitted to the hospital 
with severe erosive lesions in the mouth 
and on the vulva of six weeks’ duration. 
One week before admission, a_ highly 
pruritic dermatosis had developed on the 
scalp, face, and trunk. 

Histopathologic examination of a fresh 
small bulla on the trunk showed typical 
eosinophilic spongiosis as has been de- 
scribed in early pemphigus vulgaris.’ 
Biopsy samples taken after one month 


from the same area showed an intraepider- 
mal bulla with acantholytic cells and only 
one row of epidermal cells left at the base 
of the bulla. Biopsy specimens repeatedly 
taken afterward from fresh bullae have 
always shown the latter histopathologic 
picture. 

On the basis of clinical, histopathologic, 
and immunofluorescent findings (see “Re- 
sults”), the diagnosis of pemphigus vulgar- 
is was made. 

As the parents had a strong wish for a 
baby, we attempted both to treat the 
disease and to save the child. Therefore, 
prednisone therapy was initiated at a dose 
of 40 mg daily, combined with local treat- 
ment with betamethasone valerate 0.1% 
cream three times daily.'^ In view of the 
observations of Singh et al," additional 
propranolol hydrochloride therapy (up to 50 
mg four times daily) was started in an 
attempt to reduce the steroid dose. Propra- 
nolol was discontinued because of disap- 
pointing results. Dramatic improvement 
seemed to follow within three days of 
starting on dapsone therapy at a dose of 
100 mg twice daily in addition to 30 mg of 
prednisone.'*-*° 

Unfortunately, fetal cardiac sounds sud- 
denly weakened in the 33d week of preg-, 
nancy. One day after the cardiac sounds 
had failed, the patient had a stillbirth of a 
female child. The child had a body weight 
of 1,116 g. The placenta was highly calci- 
fied and weighed 98 g without umbilical 
cord and fetal membranes. The fetal skin 
showed extensive, distinctly bordered, de- 
nuded areas. Except for marasmus and 
very heavy adrenal glands (16.5 g) with 
exceptionally wide adrenal cortices, care- 
fully performed postmortem examination - 
demonstrated no further abnormalities. 

Light microscopic examination of fetal 
skin specimens taken from the edge of 


erosive lesions did not provide evidence of 
€ 
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Fig 1.—Skin biopsy specimen from infant taken from edge of an erosive lesion. Lesional 
skin shows edematous dermis that is devoid of epithelial tissue. Adjacent area shows flat 
surface epithelium of two to three cell layers without intraepidermal changes. 


pemphigus vulgaris because the lesional 
area of the biopsy specimens showed 
denuded dermal tissue only (Fig 1). In 
adjacent areas the skin showed a flat 
epidermis of two to three cell layers of 
thickness, without obvious intraepidermal 
changes, and an edematous dermis. 

Two days after childbirth the mother 
showed a severe clinical exacerbation of 
pemphigus, despite continuing steroid and 
dapsone therapy. This exacerbation, in 
contrast to other ones, was not accompan- 
ied by a rise in Pab titers. 


METHODS 


Three-millimeter punch biopsy samples 
for direct immunofluorescence included 
the following skin specimens taken from 
the mother at various stages of pregnancy: 
(1) two pruritic, fresh bullae from the skin 
of the back and one from the dorsum of the 
foot, (2) uninvolved skin from the back and 
the forearm, respectively. With the bullous 
skin specimens, care was taken to include 
the edge of the lesions. 

A single, 5-mm, punch biopsy specimen 
of uninvolved fetal skin was taken from 
the left thigh immediately after delivery. 
Since the intercellular immunofluorescence 
reaction is unlikely to occur in extensively 
eroded skin,”' lesional skin of the fetus was 
not processed for direct immunofluores- 
cence staining. 

The biopsy specimens, kept in tightly 
closed aluminum vials, were snap frozen in 
liquid nitrogen and stored at —80 °C until 
further processing within a week. Tissue 
sections of these samples and of fresh 
guinea-pig lip were cut on a cryostat at —23 
°C, collected on glass slides, air dried for 30 
minutes before a fan, and used unfixed in 
immunofluorescence staining procedures. 
Blood for indirect immunofluorescence 
detection of circulating autoantibodies was 
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allowed to clot for 30 to 60 minutes at room 
temperature, was centrifuged, and the 
aliquot portions of serum stored at —80 ?C. 
Fetal blood was obtained by intracardial 
puncture. Several attempts were needed to 
collect about 1 ml of fetal blood. The sample 
did not form a proper clot, and after centri- 
fugation the supernatant fluid appeared 
hemolytic. 

Pemphigus antibody titers were deter- 
mined with the use of guinea-pig lip as 
antigenic substrate, and rabbit antihuman 
IgG conjugate diluted to a final antibody 
concentration of 25 ug/ml in phosphate- 
buffered saline (0.01M, pH 7.3). 

Direct and indirect immunofluorescence 
was performed in the routine manner"? 
using commercial fluorescein isothiocya- 
nate eonjugated antisera. These conju- 
gates had the following characteristics: 
horse antihuman Ig: protein concentra- 
tion, 8 mg/ml; fluorescein to protein (F/P) 
ratio, 6.3 ug/mg; dilution, 1/50; rabbit anti- 
human IgG: protein concentration, 4.8 mg/ 
ml; molar F/P ratio, 1.1; dilution, 1/16 
(direct immunofluorescence [DIF]) and 
1/32 (indirect immunofluorescence [IIF] ); 
rabbit antihuman IgM: protein concentra- 
tion, 5.9 mg/ml; molar F/P ratio, 1.0; dilu- 
tion, 1/16; rabbit antihuman IgA: protein 
concentration, 10 + 3 mg/ml; molar F/P 
ratio, 2.5; dilution, 1/40; goat antihuman C3 
(B1c/Bla): protein concentration, 10.1 mg/ 
ml; molar F/P ratio, 1.1; dilution, 1/20 to 
1/40. 

Positive and negative controls included 
skin biopsy specimens and serum samples 
from patients with contact dermatitis, 
pemphigus vulgaris, bullous pemphigoid, 
dermatitis herpetiformis, and herpes ges- 
tationis. 

The skin sections were mounted in phos- 
phate-buffered glycerol (1:1 v/v, pH 7.3) 
and examined with a fluorescence micro- 
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Direct Immunofluorescence 
Findings in Skin Biopsy Specimens 
of a Mother and Her Stillborn 
Infant* 


Mother 
ma 
Normal Bulla 


Skin 

Biopsy, 

Con- m AAA rA 

jugate BMz ICS BMz ICS BMz ICS 
RAHulgG — 


GAHuC3 — 


Infant, 
Normal 


*BMz indicates basement membrane zone; 
ICS, intercellular substance of epithelial cells; 
RAHulgG, rabbit antihuman IgG; GAHuC3, goat 
antihuman C3; RAHulgM, rabbit antihuman IgM; 
RAHulgA, rabbit antihuman IgA. 


scope equipped with a xenon are (XBO 
75W) and an epi-illuminator (Ploemopak-2) 
for incident- and transmitted-light excita- 
tion. We used position 3 of the illumina- 
tor. 


RESULTS 


Direct immunofluorescence find- 
ings in the skin of the mother and of 
her stillborn child are shown in the 
Table. Three fresh bullous lesions and 
three normal skin specimens of the 
mother obtained in various stages of 
pregnancy all showed deposition of 
IgG in the intercellular spaces of the 
epidermis. Intercellular deposition of 
C3 component of complement was 
observed in lesional skin only. 

Serum samples of the mother 
(group 0, Rh+) examined by indirect 
immunofluorescence showed the pres- 
ence of circulating IgG-class Pab. 
Pemphigus antibody titers deter- 
mined at weekly intervals during 
gestation and a three-year period 
thereafter varied from 1/20 to 
1/2,560, expressed as serum dilution. 
Pemphigus antibody titers at the time 
of delivery amounted to 1/80 to 1/160. 
The highest Pab titer of 1/2,560 was 
reached during the three-year period 
after delivery and correlated quite 
well with the severity of the patient’s 
skin condition. We were unable to 
detect a serum factor capable of 
fixing C3 to the basement membrane 
zone of normal human skin, as 
described in cases of herpes gestation- 
18,??-?3 

Repeated attempts at direct immu- 
nofluorescence staining of clinically 
normal skin of the stillborn infant 
invariably showed IgG deposition in 
the intercellular spaces of epithelial 
cells (Fig 2). No such staining was 
observed with the other conjugates 
used (Table). Indirect immunofluores- 
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Fig 2.—Cryostat sections of clinically normal skin of stillborn infant. Direct immunofluorescence staining with 
antihuman IgG conjugate shows specific fluorescence in intercellular substance of epidermis, left (original 


magnification x 160), and of hair follicle, right (original magnification x 224). 


cence failed, however, to detect circu- 
lating Pab in the strongly hemolytic 
blood sample obtained from the fetus 
by intracardial puncture. 

For comparison, the same anti-IgG 
and anti-C3 conjugates used failed to 
stain the intercellular substance in 80 
patients with contact dermatitis, four 
patients with bullous pemphigoid, five 
patients with dermatitis herpetifor- 
mis, and two patients with herpes 
gestationis. Positive direct immuno- 
fluorescence staining was observed 
with IgG and C3 at the basement 
membrane zone in bullous pemphi- 
goid, C8 in herpes gestationis, and 
with IgA in the dermal papillae in 
dermatitis herpetiformis. 

COMMENT 

Among the bullous skin diseases 
that may develop during pregnancy, 
herpes gestationis is the most com- 
mon. Recent observations have raised 


318 Arch Dermatol—Vol 115, March 1979 


the possibility of passive transfer of 
this disease from mother to in- 
fant. 

In our patient both light microscop- 
ic and direct immunofluorescence 
findings are consistent with the diag- 
nosis of pemphigus vulgaris. The 
presence in maternal serum of IgG- 
class antibody against the intercellu- 
lar substance of squamous epithelium 
provides further evidence of this diag- 
nosis.' These findings exclude herpes 
gestationis, since the latter disease is 
characterized by in vivo bound C3 in 
the basement membrane zone of skin 
and the presence of a serum "HG 
factor" capable of fixing C3 to this 
area of normal human skin. 

Light microscopic examination of 
fetal skin failed to provide evidence of 
pemphigus vulgaris, as the diseased 
skin showed denuded dermal tissue 
only. However, direct immunofluores- 
cence staining of uninvolved fetal skin 


indicated the presence in epithelial 
tissue of intercellular deposition of 
IgG. This finding, supported by clini- 
cal observations in the stillborn 
infant, may be considered as decisive 
to the diagnosis of pemphigus.” 

IgG of all four subclasses in the 
cireulation of the human fetus and of 
the newborn is predominantly of 
maternal origin. It is transferred 
through the placenta, probably by an. 
active transport mechanism.” Al- 
though the capacity for immunoglobu- 
lin synthesis in the human fetus 
appears quite early in gestation, it is 
normally expressed at a very low level 
in terms of plasma cell development 
and immunoglobulin synthesis prior 
to birth." It seems most likely, there- 
fore, that the in vivo bound intercellu- 
lar IgG in the fetal epidermis is 
derived from the mother by transpla- 
centar passage of Pab. Even if we do 
recognize the possibility of indepen- 
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dent Pab production by the fetus, we 
can hardly exclude intrauterine trans- 
fer of maternal Pab. 

Our uhsuecessful attempts to detect 


. circulating Pab in the fetal serum 


seems .to cast some doubt on the 
passive transfer theory. Reasons for 
the virtual absence of Pab may be 
related to the source and the poor 
condition of the fetal serum (see 
"Methods") or more likely to its 
removal from the "postmortem" blood 
by in vivo binding to the epithelial 
tissue of the fetus. Actually, Sams and 
Jordon? could detect in vivo bound IgG 
in skin biopsy samples of monkeys 
infused with human pemphigus plas- 
ma, even at times when circulating 
Pab was no longer detectable in the 
monkey serum. 

The question of whether passive 
transfer of Pab has been responsible 
for the fetal skin lesions is difficult to 
answer and basically involves elucida- 
tion of the exact role of Pab in the 
production of pemphigus lesions. Pas- 
sive transfer of pemphigus to experi- 
mental animals was reported for the 
first time by Chorzelski et al? Howev- 


l. Beutner EH, Chorzelski TP, Jordon RE: 
Autosensitization in Pemphigus and Bullous 
Pemphigoid. Springfield, Ill, Charles C Thomas 
Publisher, 1970. 

2. Chorzelski TP, Beutner EH, Jarzabek M: 
Passive transfer of pemphigus to experimental 
animals. Int Arch Allergy Appl Immunol 39:106, 
1970. 

3. Sams WM Jr, Jordon RE: Pemphigus anti- 
bodies, their role in disease. J Invest Dermatol 
56:474-479, 1971. 

4. Wood GW, Beutner EH, Chorzelski TP: 
Studies in immunodermatology: II. Production of 
pemphigus-like lesions by intradermal injection 
of monkeys with Brazilian pemphigus foliaceus 
sera. Int Arch Allergy Appl Immunol 42:556-564, 
1972. 

5. Holubar K, Chorzelski TP, Gauto M, et al: 
Studies in immunodermatology: III. Induction of 
intra-epithelial lesions in monkeys by intramuco- 
sal injections of pemphigus antibodies. Int Arch 


ae Allergy Appl Immunol 44:631-643, 1973. 


6. Deng JS, Beutner EH, Shu S, et al: Pemphi- 
gus antibody action on skin explants. Arch 
Dermatol 113:923-926, 1977. 

7. Michel B, Ko CS: An organ culture model 
for the study of pemphigus acantholysis. Br 


* J Dermatol 96:295-301, 1977. 


8. Schiltz JR, Michel B: Production of epider- 
mal acantholysis in normal human skin in vitro 
by the IgG fraction from pemphigus serum. 
J Invest Dermatol 67:254-260, 1976. 

9. Jordon RE, Sams WM, Diaz G, et al: Nega- 
tive complement immunofluorescence in pemphi- 
gus. J Invest Dermatol 57:407-410, 1971. 
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er, skin lesions could be produced only 
by additional treatment with a toxic 
agent, dinitrochlorobenzene, and en- 
hancing factors in pathologic sera. 
Successful attempts at passive induc- 
tion of pemphigus lesions were made 
by injections in monkeys of human 
Pab via an intradermal or intramuco- 
sal route.*^ Newer evidence in support 
of the pathogenicity of Pab is to be 
found in the improvement of the clin- 
ical condition following removal of 
Pab by plasmapheresis in patients 
with pemphigus." Another line of 
evidence suggesting a pathogenic role 
for Pab in the production of acantho- 
lytic lesions has recently come from in 
vitro studies using human and mon- 
key skin culture models.** Taking into 
account these experimental findings, 
it is easy to speculate that the still- 
born infant developed pemphigus 
lesions as a result of intrauterine 
passage of maternal Pab, but defini- 
tive evidence is difficult to accumu- 
late. 

Considering the cause of the in- 
fant's death, different possibilities 
exist. The major cause of death is 
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related most likely to malfunctioning 
of the placenta, probably as a result of 
prolonged steroid therapy. The func- 
tional part of the placenta was abnor- 
mally small due to extensive calcifica- 
tion, a well-known side effect of ste- 
roid therapy. Although distinct side 
effects of dapsone therapy on fetal 
life are unknown, the possibility 
remains that sulfones may have 
played an additional role in the death 
of the child. However, during dapsone 
therapy, initiated 14 days before the 
fetus died in utero, no side effects 
such as sulfhemoglobinemia, methem- 
oglobinemia, or hemolysis could be 
detected in the mother's blood. Final- 
ly, we consider it unlikely that the 
disease itself played an important role 
in the infant's death. The cause of 
death in pemphigus vulgaris is always 
due to secondary complications, such 
as dehydration, secondary infection, 
and increasingly common steroid 
medication. Autopsy of the fetus did 
not show signs of dehydration or 
secondary infection, thus leaving ste- 
roid medication as the most likely 
cause of intrauterine death. 
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Localized Pemphigoid Simulating 


Dyshidrosiform Dermatitis 


Norman Levine, MD; Abraham Freilich, MD; Peter Barland, MD 


€ A patient had a localized, persistent 
vesicular eruption of the feet that was 
clinically identical to dyshidrosiform der- 
matitis. Direct and indirect immunofluo- 
rescent studies revealed a bullous pem- 
phigoid (BP) pattern. Antibody blocking 
experiments showed the patient's circu- 
lating basement membrane zone antibody 
to be identical to that of classical BP. 
Possible pathogenetic mechanisms of 
localized BP are discussed. 

(Arch Dermatol 115:320-321, 1979) 


he term "localized pemphigoid" 

has been used to describe several 
processes with localized bullae resem- 
bling either cicatricial pemphigoid'^ 
or bullous pemphigoid (BP)? We 
describe a patient with a clinical 
picture indistinguishable from dyshi- 
drosiform dermatitis of the feet with 
rare lesions on the trunk and in the 
mouth, but with the characteristic 
histopathologic and immunologic 
findings of BP. 


REPORT OF A CASE 


A 72-year-old man was first seen in May 
1977 with the recent onset of a vesicular 
eruption of the hands. The lesions were 
described as “numerous sago-grain vesi- 
cles" and a diagnosis of dyshidrosis was 
made. Therapy with tar soaks and topical 
fluocinonide cream under occlusion re- 
solved the eruption in two weeks. In June 
1977, multiple painful bullae developed on 
the plantar aspects of both feet (Fig 1). The 
lesions were large, tense bullae on either an 
erythematous or a normal base. The diag- 
nosis of dyshidrosis was made again and he 
was treated with a two-week course of 
prednisone, 40 mg per day, resulting in 
complete clearing of the lesions without 
residual scarring. In July 1977, bullae of 
the feet developed again, associated with 
an ill-defined erythematous papular erup- 
tion of the trunk and a single erosion of the 
posterior portion of the pharynx. Topical 
fluocinonide cream cleared the trunk 
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lesions in one week and the mouth erosion 
healed spontaneously, but new, painful 
bullae continued to develop on the feet, 
some of which appeared secondarily 
infected. Erythromycin was given orally 
for ten days and 40 mg of triamcinolone 
acetonide (Kenalog) was administered 
intramuscularly, resulting in near com- 
plete resolution of the bullous process in 
ten days. 

In September 1977, the patient had 
another recurrence of bullae limited to the 
plantar aspects of the feet along with 
extensive toe web scaling that was positive 
for hyphae using a potassium hydroxide 
wet mount. A diagnosis of bullous tinea 
pedis was made and a four-week course of 
griseofulvin was prescribed. Many new 
bullae developed during this time, so a skin 
biopsy of the plantar aspect of the left foot 
was performed for light microscopic exam- 
ination and direct immunofluorescence 
(DIF) was performed on a bullous lesion. 
Light microscopic examination (Fig 2) 
showed a subepidermal bulla with a dermal 
infiltrate of eosinophils and small round 
cells. Direct immunofluorescence showed a 
linear band of IgG and complement along 
the basement membrane zone (BMZ). Indi- 
rect immunofluorescence (IIF) of a serum 
sample on monkey lip showed antibody 
deposition along the BMZ at a titer of 
1:40. 





Fig 1.—Multiple bullae on plantar aspect of 
foot. 


Fig 2.—Biopsy specimen of vesicle of foot 
showing marked edema of papillary der- 
mis and subepidermal vesiculation with 
eosinophil and lymphocyte infiltration in 
the dermis (hematoxylin-eosin, original 
magnification X 40). 





The diagnosis of localized BP was made 
and in December 1977, 500 mg of sulfa- 
pyradine was administered three times 
daily, after which the bullae of the feet 
resolved completely during the next seven 
days without scarring. After two weeks of 
therapy, the patient discontinued the 
treatment because of persistent chills that 
he related to the medicine. During the next 
several days, new bullae developed on both 
feet in the same locations as before. Ther- 
apy was begun with dapsone, 50 mg three 
times daily, and again the lesions resolved 
after four to five days of therapy. He has 
remained free of lesions for the succeeding 
seven months and all therapy has been 
stopped for four months. 

In April 1978 results of DIF performed 
on normal skin from the patient’s thigh 
were normal. Indirect immunofluorescence 
performed at that time showed a persist- 
ent antiepithelial BMZ antibody at a titer 
of 1:20. 


IMMUNOFLUORESCENT METHODS 


To show that this patient’s disease was 
immunologically identical to classical BP, a 
series of blocking experiments was per- 
formed in a manner similar to that de- 
scribed by Barvie et al* using fluorescei- 
nated serum globulins from our patient 
and from two patients with classical gener- 
alized BP, as well as pooled normal serum 
as a control. An enriched globulin fraction 
was obtained by a 50% ammonium sulfate 
precipitation followed by dialysis against 
0.85% sodium chloride. One milliliter of a 
0.05% solution of fluorescein isothiocya- 
nate, dissolved in 0.075M sodium carbon- 
ate, pH 9, containing 0.15M sodium chlo- 
ride, was added to 1 mL of each pemphi- 
goid globulin. The reaction mixture was 
stirred for four hours at room temperature 
and then exhaustively dialyzed against 
0.85% sodium chloride. The final conjugate 
of the two classical BP sera had fluores- 
cein-to-protein (F:P) ratios of 2.8 and 2.6, 
while the F:P ratio of the localized 
pemphigoid conjugate was 3.0. 

Using monkey lip sections as the tissue , 
substrate, the undiluted unconjugated 
globulins were incubated for 30 minutes at 
room temperature. The sections were 
washed three times in phosphate-buffered 
saline and then reincubated for 30 minutes 
with one of the fluoresceinated globulins at 
the end-point dilution of BMZ antibody 
activity. The sections were again washed in 
phosphate-buffered saline and examined 
with a fluorescent microscope (Zeiss). 

To demonstrate that uninvolved skin 
from the patient does not differ from 
normal skin with respect to pemphigoid 
antigenic determinants, IIF using stan- 
dard techniques‘ was performed with the 
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Table 1.—Pemphigoid Blocking 
Experiment Results* 


* , Conjugated Sera 
Unconjugated 
Sera 






* NHS BP1 BP2 LP 





*Plus indicates blocking; zero, no blocking. 
NHS denotes normal human serum; BP, bullous 
pemphigoid serum; LP, localized pemphigoid 
serum. 


patients normal skin as the tissue 
substrate, using sera from the patient and 
from a patient with generalized BP with a 
known circulating BMZ antibody. 


RESULTS 


The blocking experiment results 
shown in Table 1 show that both the 
unconjugated localized pemphigoid se- 
rum and the two unconjugated gener- 
alized pemphigoid sera were able to 
block the fluorescent staining at the 
BMZ of both the fluorescein-conju- 
gated isologous and autologous sera 
examined. Normal serum did not 
prevent fluorescein staining of any of 
the conjugated BP sera tested and the 
fluorescein-conjugated normal globu- 
lin did not fix to the BMZ in any 
instance. 

Table 2 summarizes the data from 
the IIF studies. Normal skin from the 
patient with localized pemphigoid was 
capable of fixing IgG in a linear band 
along the BMZ from sera of both our 
patient with localized pemphigoid and 
a patient with generalized BP, demon- 
strating that our patient's normal 
skin has the same potential for immu- 
nologie reactivity as does his involved 
skin. Results of DIF of this skin spec- 
imen were normal. 


COMMENT 


The patient described herein had a 
subepidermal blistering process al- 
most exclusively limited to the feet 
that was histologically and immuno- 
logically identical to BP. Localized 
pemphigoid has been divided into two 
‘general categories. Brunsting and 
Perry! reported seven patients with a 
chronic bullous process limited to the 
head and neck area, usually sparing 
the mucous membranes, which re- 
sulted in extensive scarring. Ten addi- 
tional patients with the same process 
were reported by MacVicar and Gra- 
ham.’ They further characterized the 
bullae as occurring in the intermem- 
' branous zone of the dermoepidermal 
junction. The same area, now called 
the lamina lucida, has been shown by 
immunoelectron microscopy to be the 
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site of vesiculation in classical BP.* 
Michel et al' reported the immuno- 
fluorescent (IF) findings of six pa- 
tients with the same clinical and histo- 
logic picture as those of Brunsting and 
Perry.' In all patients, IgG was pres- 
ent in a linear band along the BMZ in 
perilesional skin and one patient also 
had a circulating antiepithelial anti- 
body. 

In reviewing the Mayo Clinic expe- 
rience, Person et al? noted nine 
patients with localized pemphigoid, 
three of whom had a clinical pattern 
like the Brunsting-Perry type while 
four patients, all women, had involve- 
ment of only the pretibial surface of 
the legs. Two patients had limited 
disease elsewhere. Scarring occurred 
only in those patients with scalp 
lesions. They emphasized that gener- 
alized BP eventually developed in 
three of the patients, one after 14 
years of localized disease. 

The patient reported herein has a 
variant of BP that has not been 
previously described, to our knowl- 
edge. This variant most closely resem- 
bles the patients described above with 
localized pemphigoid of the pretibial 
area. The similarity to other bullous 
processes of the feet, such as dyshidro- 
siform dermatitis and bullous tinea 
pedis, led to considerable delay in 
arriving at the correct diagnosis. 
Without the benefit of immunodiag- 
nostie tests, a definitive diagnosis of 
BP could not have been made in this 
patient. 

Why should BP develop only in 
localized areas? Localized disease 
could have occurred either because of 
the presence of an antibody, different 
than generalized BP antibodies, that 
has specificity for antigens only in the 
skin of the feet or because the anti- 
gens were “uncovered” only in the 
feet. Another hypothesis is that the 
antigens were absent from skin else- 
where and so no lesions would form. 

The antibody blocking experiments 
showed that antibody from this 
patient was capable of blocking fixa- 
tion of antiepithelial antibody of 
patients with classical BP and vice 
versa. This suggests that the antigen- 
ie specificity of the antibody in this 
patient is the same as that of classical 
BP. However, it is possible that two 
antigens could be in close proximity 
along the BMZ and thus the blocking 
noted could be due to the steric 
hindrance effects of one antibody on 
an adjacent antigenic site. 

The IIF studies using the patient’s 
normal skin as a substrate showed 
that his skin, under the conditions of 
the experiment, contained one or 


Table 2.—Antigenicity of 
Tissue Samples* 












Serum 
Tissue Se a tee 
Substrate NHS BP LP 
Normal human skin 
Monkey lip 0 + + 
Normal skin of patient 
with LP 






*Plus indicates fixing capability; zero indi- 
cates no fixing. NHS denotes normal human 
serum; BP, bullous pemphigoid; LP, localized 
pemphigoid. 


more antigen along the BMZ to which 
sera of both our patient and a patient 
with generalized BP contained an 
antibody. Assuming that BP is a 
primary immunologic disease in which 
the antiepithelial antibody is partially 
responsible for the formation of skin 
lesions, there is no obvious explana- 
tion why the circulating antibody is 
not observed and no lesions are 
formed in sites other than on the feet 
since the antigen is present in his 
normal skin. It is possible that in 
clinically normal skin, amounts of 
immunoglobulin that were deposited 
were too small to be detected by 
conventional IF methods. Another 
possibility is that in the in vivo situa- 
tion, the antigens are somehow pro- 
tected from antibody recognition and 
an inflammatory process such as tinea 
pedis could have caused the antigen to 
be uncovered, which began the se- 
quence of events that led to the blis- 
tering process that was observed. 


Nonproprietary Name and 
Trademarks of Drug 


Fluocinonide— Lider, Topsyn. 
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Chronic Mucocutaneous Candidiasis 


Successful Treatment With Intermittent Oral Doses of Clotrimazole 


Alan S. Rockoff, MD 


e Treatment of chronic mucocutaneous 
candidiasis has included drugs, immuno- 
therapy, and replacement of nutritional 
and endocrine deficiency. Although am- 
photericin B is the best known and most 
commonly used form of treatment, the 
imidazole antibiotic clotrimazole has 
shown promise as an effective agent that 
can be given orally with low toxicity. A 
9-year-old girl responded to intermittent 
clotrimazole therapy with complete and 
prolonged remission. This form of treat- 
ment offers advantages in safety and 
effectiveness over other therapies for 
chronic mucocutaneous candidiasis. 

(Arch Dermatol 115:322-323, 1979) 


hronic mucocutaneous candidiasis 
(CMC) refers to a heterogeneous 
group of disorders in which patients 
suffer prolonged infections of skin, 
nails, and mucous membranes with 
Candida species, usually C albicans. 
Associated features may include endo- 
crinopathy and a variety of immuno- 
logic deficits.’ 

Because topical measures are inef- 
fective in CMC, systemic antifungal 
chemotherapy usually is employed. 
The most commonly used agent is 
amphotericin B, whose administration 
is both inconvenient and potentially 
very hazardous.’ Newer approaches to 
treatment, such as immunologic re- 
constitution, have proved inconsistent 
despite occasional striking successes.‘ 
A comprehensive review of treatment 
methods for disseminated candidiasis 
has appeared recently.’ 

We report the case of a child with 
CMC who achieved a prolonged remis- 
sion when treated orally with the 
imidazole antibiotic clotrimazole. We 
review previous experience with this 
drug and stress the importance of 
administering it intermittently to 
maintain prolonged clearing of skin 
lesions. 


REPORT OF A CASE 


The patient, a 9!ó-year-old girl, had a 
history since infancy of a granulomatous 
eruption of her forehead and scalp, white 
patches on the buccal mucosa, angular 
stomatitis, and distortion of several finger- 
nails (Fig 1). She was first examined at age 
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4%. Candida albicans grew from cultures 
from several lesions, establishing the diag- 
nosis of CMC. When she was hospitalized 
at that time in the University of Connecti- 
cut Health Center, her physicians found no 
evidence of endocrinopathy or immuno- 
logic deficit. Intravenous treatment with 
amphotericin B brought marked improve- 
ment of her scalp and nails, with transient 
azotemia the only side effect. Although she 
continued for a time after discharge to 
receive injections of amphotericin B, fami- 
ly problems interfered with clinic atten- 
dance and she was unavailable for follow- 
up. During the next five years, her candidi- 
asis returned completely and was not 
affected by occasional treatment with 
nystatin suspension and throat lozenges. 

In August 1976, she was readmitted to 
the University of Connecticut Health 
Center for evaluation. She was found to be 
small for her age but otherwise healthy, 
except for her skin. Besides the Candida 
lesions of scalp, forehead, mouth, lips, and 
nails, she had several patches typical of 
dermatophytosis on her face and trunk. 
Culture of these grew Trichophyton men- 
tagrophytes. The following laboratory stud- 
ies yielded normal results: complete blood 
cell count, urinalysis, two-hour postpran- 
dial glucose, alkaline phosphatase, biliru- 
bin, SGOT, total protein and albumin, 
BUN, calcium, phosphorus, triiodothyron- 
ine (T;) and thyroxine (T,) uptake, and 
plasma cortisol. Complete studies of immu- 
nologie function were performed: B-cell 
immunity was normal, including quantita- 
tive immunoglobulins and isohemagglutin- 
ins. In tests of T-cell function, the absolute 
lymphocyte count was normal, and delayed 
skin reactivity was present to first- 
strength Candida and streptococcal anti- 
gens. The percentage of circulating T cells 
by E-rosette formation was 55% (normal, 
60% to 70%). In vitro lymphocyte prolifera- 
tive responses were normal to the mitogens 
phytohemagglutinin (PHA) concanavalin 
A, and pokeweed mitogen, as well as to the 
following specific antigens: streptokinase- 
streptodornase, Candida, tetanus, and 
mumps. Production of the lymphokine 
migration-inhibition factor was negative 
to Candida antigen but positive to PHA. 
Monocyte chemotactic function was re- 
duced. 

Iron was given orally at first but discon- 


Fig 1.—Before therapy. Granulomatous 
rash extended back to cover scalp. 





tinued when serum iron and iron-binding 
capacity levels were found to be normal. In 
September 1976, oral treatment was begun 
with clotrimazole. The patient received 500 
mg three times daily (75 mg/kg/day) for 
two weeks. After a two-week pause, the 
drug was given for two more weeks at the 
same dose, but the lesions did not improve. 
Minimum inhibitory serum concentration 
of medications effective against the C albi- 
cans species cultured from the patient 
were determined as follows: 


ug/mL 
Nystatin 8 
Tolnaftate 16 
Clotrimazole 0.03 
Miconazole nitrate 0.06 
Griseofulvin > 16 


After another two-week pause, the patient 
took 1 g three times daily (150 mg/kg/day) 
of the drug. She stopped oral treatment 
after ten days because of nausea. Elevated 
transaminase and bilirubin levels also 
developed; however, her scalp, forehead, 
and mouth lesions nearly cleared. After the 
final two-week pause, clotrimazole was 
given at an intermediate dose of 100 mg/ 
kg/day, which caused little gastrointesti- 
nal discomfort. Skin lesions disappeared, 
and all laboratory findings returned to 
normal (Fig 2). 

During treatment with oral clotrimazole, 
the patient continued to develop new skin 
lesions of tinea corporis caused by 
T mentagrophytes. These persisted despite 
topical applications of clotrimazole, to 
which the organism was sensitive in vitro. 
Topical tolnaftate administration brought 
rapid disappearance of these lesions. 

The initial remission lasted nine months. 
During the next nine months, Candida 
lesions reappeared three times in the 
mouth and on the forehead. Each recur- 
rence was controlled with clotrimazole, 60 
mg/kg daily for one to two weeks. The only 
toxicity was transient elevation of liver 
enzyme levels. The patient is once again 
completely clear of disease 18 months after 
clotrimazole treatment began. 


COMMENT 


Clotrimazole, or l-(o-chloro-a, a-di- 
phenylbenzyl)imidazole, was synthe- 
sized in 1967. It is effective in vitro 
against a wide variety of fungi, 


Fig 2.—After therapy with clotrimazole. 
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. yeasts, and Gram-posit 
and has a similar spectrum i in mice at 
serum levels readily attainable 
in humans. Several authors" 
showed that, in man, serum levels fall 
when clatrimazole is given for a long 
period. They attributed this to induc- 
tion of hepatic microsomal enzymes 
that catabolize the drug. 

Meinhof and Gunther” successfully 
used clotrimazole to treat four chil- 
dren with CMC, as did Leikin et al? in 
a child with immune defects. Oth- 
ers" showed the drug effective in 
thrush and cutaneous moniliasis. 
Higgs and Wells, on the other hand, 
found clotrimazole unsuccessful in 
CMC, possibly because they gave the 
drug continually for 2% months, 
during which its serum concentration 
probably dropped to an inadequate 
level. Doses for all these studies 
ranged from 60 to 150 mg/kg/day. At 
daily doses of 70 to 200 mg/kg, clotri- 
mazole has also been reported effec- 
tive in urinary candidiasis'*-*° and 
Candida sepsis. There has been a 
single positive result in endocarditis 
due to Candida, with two fail- 
üres.?-*: 

Side effects of clotrimazole therapy 
are both generally mild and revers- 
ible. Animals given toxic doses devel- 
oped apathy, ataxia, and bristling 
hair, followed by tonie and clonic 
convulsions and enlargement of adre- 
nal glands and liver.'? In human ther- 
apeutie trials, however, major compli- 
cations were nausea, neutropenia, and 
elevated liver enzyme levels? Sitka 
and Weingartner'* observed hair loss 
also. Others'^'^ at doses of 60 to 100 
mg/kg/day found no toxicity at all. In 
our case, side effects duplicated those 
described. All were reversible, and 
nausea, the most clinically important, 
was clearly dose-related. It became 
severe enough to compromise treat- 
ment only at a daily dose of 150 mg/ 
kg. 

Our patient was treated intermit- 
tently. Two weeks of clotrimazole 
were followed by two weeks without it 
to avoid hepatic enzyme induction and 
resulting drug inactivation. The im- 
portance of this approach was stressed 


„in two recent reports that describe 


prolonged success in CMC with 
reduced side effects. Ipp et al? 
treated a 3-year-old with 60 to 90 
mg/kg/day of clotrimazole for two 
weeks, then stopped for four weeks. 
The skin lesions cleared after four 
courses of the drug and the child 
suffered only temporary nausea and 
elevation of transaminase levels at the 


. start of each course. Remission was 


sustained for 20 months by continuing 
intermittent therapy every six weeks. 
Meade” gave clotrimazole to a 40- 
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ve bacteria? year-old anergie patient who had - 


failed to improve on transfer factor 
and flucytosine therapy and got only 
temporary relief with amphotericin B. 
A single, 14-day course of clotrima- 
zole, 60 mg/kg/day, caused rapid 
improvement with no side effects. The 
drug was given afterward as a bolus 
of 2.5 to 35 g every 18 days, an 
empirically determined dosage and 
interval. This prevented recurrence 
during a 34-month follow-up period. 

Intermittent oral clotrimazole 
treatment thus offers the potential 
for sustained effectiveness in CMC 
with limited and reversible toxicity. 
Amphotericin B, by contrast, must be 
given intravenously and may cause 
considerable side effects involving 
irreversible nephrotoxicity. The new- 
er imidazole antibiotic, miconazole 
nitrate, must also be administered by 
vein.” It has shown only limited, tran- 
sitory suecess and substantial toxicity 
in a single report of five cases of 
CMC.” Flucytosine can be given orally 
and is relatively safe; but resistant 
Candida strains often develop during 
therapy,” and published reports of 
its use in CMC have not been promis- 
ing.'??"** Controlled trials are needed 
to establish the place of orally admin- 
istered clotrimazole in the drug treat- 
ment of CMC. 


Mark Ballow, MD, Department of Pediatrics, 
performed the studies of immunologic function. 
Donald E. Rock, MD, Delbay Pharmaceuticals 
Ine, Bloomfield, NJ, supplied the clotrimazole. 
Minimum inhibitory serum concentrations of 
medications were determined by the Schering 
Corp. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B— Fungizone. 
Clotrimazole—Gyne-Lotrimin, Lotrimin. 
Flucytosine— A ncobon. 

Miconazole nitrate—Micatin, Monistat. 
Tolnaftate—Tinactin. 
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Bullous Eruption of Diabetes Mellitus ` 


Joel E. Bernstein, MD; Maria Medenica, MD; Keyoumars Soltani, MD; Sylvia F. Griem, MD 


è Bullous eruption of diabetes is a cuta- 
neous sign of diabetes mellitus. Patients 
with this disorder manifest a sudden 
onset of intraepidermal or subepidermal 
bullae, which are primarily confined to the 
extremities and heal within several weeks 
without scarring. Our patient had severe 
diabetes and experienced two episodes of 
bullae associated with intense, ultraviolet 
light exposure. Negative immunofluores- 
cence, early disappearance of anchoring 
filaments and half-desmosomes between 
cell membrane and basal lamina, and the 
absence of urinary uroporphyrins sepa- 
rate this entity from certain similar- 
appearing conditions. Cation imbalance, 
precipitated by renal failure, could be a 
possible causal factor. 

(Arch Dermatol 115:324-325, 1979) 


utaneous manifestations of dia- 
betes mellitus affect approxi- 
mately 30% of diabetic patients. Such 
cutaneous signs of diabetes mellitus 
include necrobiosis, pruritus, pyoder- 
ma, and a host of other cutaneous 
eruptions, none of which is specific for 
diabetes.' In 1963 Rocca and Pereya’ 
described bullous lesions of the feet 
that developed without trauma in 14 
diabetic patients. Most patients had 
long-standing neuropathy. Since then, 
an additional 18 cases have been 
reported*-*; all manifested the sudden 
onset of bullous lesions that developed 
rapidly and were primarily confined 
to the extremities. The bullae are 
several millimeters to many centime- 
ters in size and may be intraepider- 
mal?*-* or subepidermal.* They gener- 
ally heal within several weeks without 
scarring. In spite of claims that this is 
a characteristic dermatosis associated 
with diabetes, * little evidence has 
been presented in previous reports to 
clearly separate those cases from 
other bullous disorders, especially bul- 


Accepted for publication Nov 3, 1978. 

From the Division of Biological Sciences, 
University of Chicago (Dr Bernstein), and the 
Section of Dermatology, Department of Medi- 
cine, Pritzker School of Medicine, Chicago (Drs 
Bernstein, Medenica, Soltani, and Griem). 

Reprint requests to Box 409, 950 E 59th St, 
Chicago, IL 60637 (Dr Bernstein). 


324 Arch Dermatol—Vol 115, March 1979 


lous pemphigoid, which it closely 
resembles histologically. Additionally, 
although a variety of possible causal 
factors have been suggested, ^*^ the 
mechanism of this eruption remains 
obscure. 

The purpose of this communication 
is to report a case of bullous eruption 





Fig 1.—Numerous bullae on legs and 
feet. 


of diabetes, which has been thorough- 
ly investigated, so as to leave little 
doubt that the condition is a distinct 
entity. Further, the case is unique in 
its relationship to ultraviolet light 
exposure. 


REPORT OF A CASE 


A 24-year-old man, diabetic since the age 
of 3 years, had severe diabetic retinopathy, 
neuropathy, and nephropathy. In Decem- 
ber 1975, during a vacation in Florida, he 
noted the sudden eruption of small tense 
bullae on his arms, legs, and feet. The 
patient had been sunbathing, and all 
lesions were in exposed and deeply tanned 
areas. He was seen several days later at the 
University of Chicago, at which time the 
eruption was resolving. A biopsy specimen 
demonstrated a subepidermal bulla with- 
out acantholysis. The eruption was not 
treated and healed without scarring in 
three weeks. 

In December 1977 the patient returned 
to Florida for the first time since 1975. 
Four days after the onset of sunbathing, he 
again noted the development of a bullous 
eruption in the sun-exposed areas. The 
patient was seen one week later at the 
University of Chicago where he was noted 
to have many large (0.5 to 10 em), tender 


Fig 2.—Biopsy specimen shows epidermal-dermal separation (hematoxylin-eosin, origi- 


nal magnification x 400). 
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Fig 3.—Epidermal-dermal separation at level of lamina lucida (arrow) with basal lamina 
(BL) attached to dermis. In area where basal cells (BC) are still attached to dermis, note 
absence of half-desmosomes and anchoring filaments in lamina lucida (arrow). Bullous 
cavity (BCV) and melanocyte (M) are also shown (uranyl acetate-lead citrate, original 


magnification x 4,000). 


bullae on his feet, legs, and arms (Fig 1). 
The patient's diabetes was under reasona- 
bly good control with 6 units of isophane 
insulin suspension and 12 units of insulin 
injection (regular insulin) daily. 

Skin biopsy specimens showed large 
subepidermal bullae with complete epider- 
mal-dermal separation. The roof of the 
blister consisted of an atrophic epidermis 
that was covered with an orthokeratotic 
stratum corneum. Papillary dermis demon- 
strated mild perivascular edema and mild 
lymphohistiocytic infiltration (Fig 2). Di- 
rect immunofluorescence studies of speci- 
mens of normal and involved skin did not 
show deposition of either C3 component of 
the complement or immunoglobulins, ei- 
ther at the dermal-epidermal junction, in 
the dermis, or in the epidermis. Indirect 
immunofluorescence examination of the 
serum did not demonstrate circulating 
pemphigus or pemphigoid antibodies. 
There was no detectable uroporphyrin in a 
24-hour urine specimen. 

Electron microscopic examination of the 
biopsy specimen demonstrated separation 
between the cell membrane and basal lami- 
na, preceded by almost complete disap- 
pearance of anchoring filaments and half- 
desmosomes. The disappearance of these 
structures appeared to be the first event in 
the formation of bullae in this dermatosis 
(Fig 3). 

The skin lesions again were untreated 
and healed without scarring during a five- 
week period. 


COMMENT 


Previously reported cases of bullous 
eruption of diabetes were not exam- 
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ined by ultrastructural or immuno- 
fluorescence techniques and, there- 
fore, it is difficult to exclude the possi- 
bility that other bullous disorders, 
such as bullous pemphigoid, may have 
been mistaken for bullous eruption of 
diabetes. In the case we have just 
reported, the negative immunofluo- 
rescence, coupled with the ultrastruc- 
tural changes and undetectable urina- 
ry uroporphyrin, separate this entity 
from certain other clinically similar- 
appearing conditions. In bullous pem- 
phigoid, the location of separation is 
the same, but the anchoring filaments 
and half-desmosomes or their rem- 
nants are preserved. In the blister of 
porphyria cutanea tarda, the separa- 
tion is in the uppermost part of the 
dermis, while the basement mem- 
brane and attached fragments of 
connective tissue remain in contact 
with the epidermis. 

The mechanism for the develop- 
ment of these lesions is unknown, 
although speculations have ranged 
from trauma to vascular insufficien- 
cy.*°° All previously reported cases 
have had long-standing diabetes mel- 
litus. Some debate has centered 
around the relationship of diabetic 
neuropathy and this bullous eruption, 
with some investigators impressed 
with this relationship and others 
doubting any such association. We 
think that this patient's nephropathy, 
rather than neuropathy, is more 
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significant to his bullous disorder. In 
1975 Gilchrest et al’ described a 
bullous dermatosis of light-exposed 
areas in five patients who were 
undergoing maintenance hemodialy- 
sis. Histological findings showed sub- 
epidermal bullae and porphyrin stud- 
ies were consistently within normal 
limits. Similar patients have been 
described more recently by Korting* 
and Keczkes and Farr.’ All these 
patients had bullae on sun-exposed 
areas and, just as in our patient, the 
bullae resolved without scarring. 

Renal failure is often accompanied 
by disorders in divalent cation bal- 
ance. It has been demonstrated that 
divalent cations play an important 
role in maintaining the integrity of 
newborn mouse skin.” Epidermolysis 
can be produced by chelating Ca++ or 
Mg: in skin, and the level of separa- 
tion depends on the degree of cation 
imbalance. We speculate, therefore, 
that diabetic nephropathy, with the 
resulting imbalance in Ca** and Mg++, 
may result in a weakness in skin 
structure, such that a physical trauma 
as ultraviolet light can trigger separa- 
tion with resulting bullae formation. 

It is important that bullous eruption 
of diabetes be recognized as a specific 
entity, since its treatment (none), 
course (short, four to six weeks), and 
prognosis (healing without scarring) 
differ from the neurovascular and 
neuropathic lesions of the diabetic 
patient, as well as from other similar- 
ly appearing bullous disorders. 
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Cutaneous T-Cell Lymphoma in Association 


With a Monoclonal Gammopathy 


Miles V. Joyner, MRCPath; J-Patrice Cassuto, MD; Pierre Dujardin, MD; 
Marcel Barety, MD; Hughette Duplay, MD; Paul Audoly, MD 


e Monoclonal gammopathies and other 
abnormalities of immunoglobulin produc- 
tion may characterize or frequently be 
associated with B-cell lymphoproliferative 
disorders. We describe a patient with a 
T-cell cutaneous lymphoma, expressed 
clinically as Sézary's syndrome, in asso- 
ciation with an immunoglobulin A type 
kappa M-component monoclonal gam- 
mopathy. No evidence for the coincident 
presence of a malignant plasma dyscrasia 
was found. This clinical association may 
lend clinical support to the concept that 
Sézarys syndrome is a T-helper-cell 
malignant proliferation. A colonic carci- 
noma was also present, possibly repre- 
senting a second manifestation of a func- 
tionally abnormal cellular immune sys- 
tem. 

(Arch Dermatol 115:326-328, 1979) 


Siga has been made in 
recent years of lymphoprolifera- 
tive disorders of both B-cell (bursa or 
bone marrow derived) and T-cell (thy- 
mus dependent) origin,' distinguished 
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by study of cytoplasmic membrane 
markers! and cytochemical proper- 
ties In mycosis fungoides, Sézary's 
syndrome! of both large and small cell 
varieties, and Woringer Kolopp dis- 
ease,’ various studies have shown 
these cellular characteristics both im- 
munologically and cytochemically to 
be T cell in nature.*'’ While many 
B-cell proliferations are unsurprising- 
ly associated with abnormalities in 
immunoglobulin production, the oc- 
currence of a monoclonal gammop- 
athy in the presence of a T-cell prolif- 
eration might at first sight seem to be 
a somewhat paradoxical situation. We 
report such a case where classical T- 
cell cutaneous lymphoma, in this 
instance expressed clinically as Séza- 
ry’s syndrome, was accompanied by 
an IgA-type kappa monoclonal gam- 
mopathy. 


REPORT OF A CASE 


An 82-year-old woman was seen in 
February 1977 with a 12-month history of 
severe pruritus affecting mainly exposed 
areas of skin. She admitted to no other 
symptoms and, apart from a cholecystecto- 
my performed 15 years previously, there 
was no medical history. On examination, 
there was a generalized erythroderma, 
especially severe on the face and upper 
part of the thorax, and several round 
nonuleerated skin nodules were present, 
most notably in submammary and inguinal 
skin folds. Cervical, axillary, and inguinal 
lymphadenopathy was found; the nodes 


were moderately enlarged, firm, and non- 
tender. There was no palpable hepato- 
splenomegaly or bony tenderness, and 
results of the remainder of the clinieal 
examination were normal. Radiological 
examination failed to demonstrate skeletal 
lesions, while lymphangiography  con- 
firmed lymphomatous involvement of 
right and left inguinal node groups. 


Laboratory Findings 


Hematology.—The hemoglobin level was 
13.7 g/dL; total leukocyte count, 28 x 10"/ 
L, with 37% neutrophils, 48% lymphocytes, 
and 159» large Sézary cells; and platelet 
count, 278 x 10"/L. Many of the lympho- 
cytes appeared atypical, some with a high- 
er than normal nuclear cytoplasmic ratio, 
others with the grooved nuclear pattern 
characteristic of the large Sézary cell, and 
occasional cells with cytoplasmic vacuoles. 
Cytochemical stains performed on the 
peripheral blood showed the lymphoid cells 
to be both peroxidase and naphthol AS-D 
chloroacetate esterase negative and acid 
phosphatase positive, while occasional 
small cells showed PAS cytoplasmic block 
positivity. Bone marrow obtained by aspi- 
ration was hypercellular but was otherwise 
normal apart from the presence of occa- 
sional acid phosphatase positive, large and 
small Sézary cells. Electron microscopy of 
these cells demonstrated irregular cerebri- 
form nuclei with numerous clefts and 
indentations (Fig 1). Plasma cells com- 
prised 3% of the total cells and were of 
normal morphological appearance. These 
findings were confirmed by bone marrow 
trephine biopsy. Plasma cell acid phospha- 
tase score'* performed on the bone marrow 
was 147, with a percentage positivity of 


cams 


~- 


T-Cell Lymphoma—Joynet et al 


n 
Au t- 


magnification x 16,000). 





^ ` ^ 
9 GU "s 
— - 3 
^. 2 m oz ' 





Fig 1.—Bone marrow lymphoma cell shows typical cerebriform nuclear pattern (original 





Fig 2.—Lymph node print. Acid phosphatase stain shows considerable granular positivity 
of lymphoma cells (original magnification x 800). 


69%, both within the normal range. 
Immunology.—A study of the cytoplasmic 
membrane markers of the circulating 
lymphoid cells was performed, and 75% 
were found to form rosettes with sheep 
RBCs; 5% possessed surface immunoglobu- 
lin demonstrated by the immunoperoxi- 
dase method. Phytohemagglutinin stimu- 
lation was performed using tritiated 
thymidine uptake and showed a normal 
response, indicating the T-cell nature of 
the majority of the cells. Serum protein 
electrophoresis demonstrated the presence 
of a large paraprotein band in the £ region 
identified by immunoelectrophoresis as an 
IgA-type kappa monoclonal gammopathy. 
The IgG level was normal at 13 g/L and the 
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IgM level was low at 0.6 g/L. Urinary 
immunoelectrophoresis indicated only a 
trace of albumin. Total serum complement 
was 114 units/mL (normal, 75 to 125 
units/mL); C3 component, 0.68 g/L (nor- 
mal, 0.55 to 1.20 g/L); C4 component, 0.34 
g/L (normal, 0.2 to 0.5 g/L). 

Histology.—A facial skin biopsy specimen 
showed features typical of mycosis fun- 
goides: a massive, mainly superficial, 
dermal cellular infiltrate consisting partly 
of lymphocytes that were morphologically 
normal and partly of larger, grossly abnor- 
mal mononuclear cells possessing irregular 
nuclei containing prominent nucleoli. Dar- 
ier Pautrier abscesses were present. The 
lymph node biopsy specimen disclosed an 


infiltration of mycosis fungoides cells with 
involvement of periganglional tissue. Sev- 
eral small cortical follicles were still pres- 
ent. Acid phosphatase stains, using naph- 
thol As-Bi phosphoric acid as substrate, 
performed on lymph node prints, showed 
heavy granular positivity in 77% of the 
cells (Fig 2). 


Course 


It became apparent after admission that 
there were symptoms referable to the 
gastrointestinal tract, notably a change in 
bowel habit and intermittent colicky 
abdominal pain. Subsequent investigation 
showed a colonic carcinoma at the rectosig- 
moid junction. Surgical resection was 
performed and the tumor was confirmed 
histologically as a carcinoma, moderately 
well-differentiated stage C (Dukes) Ex- 
amination of the tumor with fluorescein- 
labeled antihuman y-globulin failed to 
demonstrate the presence of blocking anti- 
bodies. Postoperatively, a Pseudomonas 
peritonitis, a fulminating staphylococcal 
bronchopneumonia, and septicemia, with 
metastatic cutaneous abscesses, developed. 
These infectious complications were resis- 
tant to antibiotic therapy and death 
rapidly ensued. 


Postmortem Findings 


There was no evidence of carcinoma 
metastases at autopsy or on subsequent 
histopathological examination, but inva- 
sion by lesions of mycosis fungoides was 
apparent in the spleen, predominantly the 
red pulp; liver portal areas; lungs; and 
inguinal, cervical, axillary, and hepatic 
hilar lymph nodes. Lung involvement 
consisted of an almond-sized subpleural 
tumor on the ventral aspect of the right 
superior lobe, together with more exten- 
sive alveolar septa involvement. Findings 
compatible with inhalation pneumonia also 
were present, together with cardiac, renal, 
and cutaneous metastatic abscesses. 


COMMENT 


Myeosis fungoides, Sézary's syn- 
drome, and Woringer Kolopp disease 
are probably different clinical expres- 
sions of the same disease, and the 
all-embracing term “cutaneous T-cell 
lymphoma" has recently been pro- 
posed. Our patient had features of 
such a lymphoma with extracutaneous 
spread to lymph nodes, liver, spleen, 
lung, and peripheral blood. It is diffi- 
cult to ascertain whether the occasion- 
al bone marrow lymphoma cells repre- 
sented simply the transit of blood- 
borne cells or true lymphomatous 
involvement. The cytological, histo- 
logical," and ultrastructural???" ap- 
pearances were in accordance with 
previous reports. The sharp granular 
acid phosphatase positivity of the 
lymphoma cells and the cytoplasmic 
membrane marker characteristics and 
phytohemagglutinin stimulation re- 
sponse of the circulating cells*-*:^-:: 
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suggested the T-cell-like nature of the 
proliferation’ and were in keeping 
with the usual findings in this condi- 
tion." 1-1 

While many B-cell lymphoprolifera- 
tive disorders are either characterized 
by or may be associated with the 
production of monoclonal immuno- 
globulins, a situation at once in keep- 
ing with basic concepts of lymphocyte 
funetion, the occurrence of such a 
gammopathy with a T-cell lymphoma 
is initially less readily explicable. 
Demonstrable abnormalities in the 
humoral immune system are uncom- 
mon in this condition, although 
increased IgE levels were reported in 
one series.^ While the diagnosis of a 


1. Seligmann M: B and T cell markers in 
lymphoid proliferations. N Engl J Med 290:1483- 
1484, 1974. 

2. Preud'homme JL, Brouet JC, Seligmann M: 
Lymphocyte membrane markers in human lym- 
phoproliferative diseases, in Seligmann M, 
Preud'homme JL, Kourilsky FM (eds): Membrane 
Receptors of Lymphocytes. Amsterdam, North 
Holland, 1975, p 417. 

3. Catovsky D: T cell origin of acid-phospha- 
tase-positive lymphoblasts. Lancet 32:327-328, 
1975. 

4. Sezary A, Bouvrain Y: Erythrodermie avec 
presence de cellules monstreux dans le derme et 
le sang circulant. Bull Soc Fr Dermatol Syphiligr 
45:254-260, 1938. 

5. Woringer MMF, Kolopp P: Lesion erythem- 
atosquameuse polycyclique de l'avant bras evo- 
luant depuis six ans chez un garconnet de 13 ans: 
Histologiquement  infiltrat intraepidermique 
d'apparence tumorale. Ann Dermatol 10:945-958, 
1939. 

6. Brouet JC, Flandrin G, Seligmann M: Indi- 
cations of the thymus derived nature of the 
proliferating cells in six patients with Sezary's 
syndrome. N Engl J Med 289:341-344, 1973. 

1. Flandrin G, Brouet JC: The Sezary cell: 
Cytologic, cytochemical and immunological stud- 
ies. Mayo Clin Proc 49:575-583, 1974. 

8. Edelson RL, Lutzner MA, Kirkpatrick CH, 
et al: Morphological and functional properties of 
the atypical T lymphocytes of the Sezary 
syndrome. Mayo Clin Proc 49:558-574, 1974. 

9. Dupre A, Bonafe JL, Carrere S, et al: 
Lymphome cutane complexe avec aspect histolog- 
ique de maladie de Woringer Kolopp. Ann Derm 
Venereol 104:321-323, 1977. 


328 Arch Dermatol—Vol 115, March 1979 


coincident malignant plasma cell dys- 
crasia was untenable, it is possible 
that our patient had a benign mono- 
clonal gammopathy unrelated to the 
lymphoma, the incidence of which has 
been noted as high as 4.8% over the 
age of 80 years." Such benign gam- 
mopathies have been described in 
association with a variety of neo- 
plasms, including those of the gas- 
trointestinal tract." Consideration of 
the possible functional sequelae of a 
T-cell proliferation, however, perhaps 
provides an alternative explanation 
for the association, as so-called T- 
helper-cells play a crucial role in 
immunoglobulin production.*^ Re- 
cent in vitro studies have shown 
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Necrotizing Sialometaplasia 


A Conditiori Simulating Malignancy 


Gregory J. Raugi, MD, PhD, Stephen Kessler, MD 


* Necrotizing sialometaplasia occurred 
in a 55-year-old woman. The ulcerated 
lesion on the hard palate was treated 
conservatively and resolved sponta- 
neously in about three months. The histol- 
ogy of the lesion consisted of coagulative 
necrosis of the salivary gland lobules and 
prominent squamous metaplasia within 
adjacent viable lobules. Since this benign 
lesion has frequently been mistaken for 
mucoepidermoid carcinoma or squamous 
cell carcinoma, recognition of it may 
spare the patient a radical surgical proce- 
dure. 

(Arch Dermatol 115:329-331, 1979) 


ecrotizing sialometaplasia is a 
benign self-limited condition in- 
volving the minor salivary glands. It is 
easily confused clinically and micro- 
scopically with malignancy, hence 
recognition of this process may spare 
the patient needless radical surgical 
procedures. Previous descriptions of 
this entity have been confined to the 
surgery and pathology literature.’ 
The purpose of this report is to bring 
this condition to the attention of 
dermatologists, who often see pa- 
tients with oral lesions. 

Patients with necrotizing sialome- 
taplasia usually complain of single or 
occasionally bilateral ulcers, most of- 
ten on the hard palate. There is usual- 
ly no notable antecedent history. 
Sometimes patients will mention a 
sensation of “looseness” in the palate 
or will state that a piece of the palate 
“dropped out.” The lesion may appear 
as an indurated raised erythematous 
area that could be confused with an 
abscess or, more likely, as an ulcer 1 to 
3 em in diameter. The crateriform 
ulcer may have a raised rolled border 
or a ragged edge with an erythema- 
tous halo. The lesion heals sponta- 
neously in six to ten weeks. Recur- 
rence has not been reported. 

Characteristic microscopic features 
include coagulative necrosis of minor 
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salivary glands, along with prominent 
squamous metaplasia of glandular 
acini and ducts, and pseudoepithelio- 
matous hyperplasia of the surround- 
ing mucosa. 


REPORT OF A CASE 


The patient, a 55-year-old woman, was 
referred to our dermatology clinic for eval- 
uation of a nonhealing ulcer on the hard 
palate. The lesion began acutely about 
three weeks previously and followed a mild 
flu-like illness by a few days. She said the 
lesion had evolved to its present size within 
a day or two on a site that had theretofore 
been completely normal. The lesion was 
associated with moderate pain on eating 
and swallowing. 

She had a long history of asthma with 
occasional episodes of urticaria, borderline 
hypertension, and hiatal hernia. She nei- 
ther smoked nor drank alcohol. There was 
no history of recent head or neck surgery, 
radiation, or trauma. She did not wear 
dentures. Her medications included an 
alternate-day regimen of prednisone, a 
long-acting theophylline anhydrase prepa- 
ration (Theo-Dur), terbutaline sulfate, a 
beclomethasone dipropionate inhaler, and 
levothyroxine sodium. 

Physical examination revealed the pres- 
ence of a sharply punched-out elliptical 
lx 2-em ulcer just to the left of the 
midline on the posterior hard palate (Fig 
1). The ulcer had a firm rolled border and a 
soft necrotic ulcerated center that was 
covered by a gray-yellow membrane. There 
was no surrounding erythema. No other 
mucosal lesions were seen, and no cervical 
lymphadenopathy was present. 

The clinical differential diagnosis in- 
cluded squamous cell carcinoma, lethal 
midline granuloma, and tertiary lues. A 
punch biopsy of the lesion was attempted, 
but the tissue was so soft that an adequate 
specimen could not be taken. An incisional 
biopsy specimen was taken with a scalpel. 
Practically no bleeding occurred. 

She was treated symptomatically with a 
3% hydrogen peroxide solution mouthwash 
four times daily; diphenhydramine hy- 
drochloride (Benadryl) elixir was held in 
the mouth for five minutes, then swal- 
lowed, to diminish her discomfort with 
eating. One week after her initial presen- 
tation, the lesion was smaller and less 
painful, and, after three weeks, the ulcer 
had nearly healed and was completely pain- 
less. 


FINDINGS 


The specimen was fixed in 10% 
buffered formaldehyde solution and 
embedded in paraffin. Six-micra sec- 


tions were cut and stained with the 
following stains: hematoxylin-eosin, 
PAS with and without diastase, and 
mucicarmine. 

The biopsy specimen had the ap- 
pearance of oral mucosa. Minor saliva- 
ry glands were present in the lamina 
propria. The stratified squamous epi- 
thelial surface contained a sharply 
demarcated ulcer that extended into 
the underlying lamina propria. The 
base of the ulcer consisted of a poly- 
morphous inflammatory infiltrate 
and granulation tissue. Minor salivary 


glands below the ulcer showed coagu- © 


lative necrosis affecting entire lobules 
(Fig 2). The delicate connective tissue 
framework of the necrotic glands 
remained intact, thereby preserving 
their lobular outline (Fig 3). Slightly 
basophilic wispy material appeared to 
be enclosed by the connective tissue 
septa. This material was PAS-posi- 
tive, diastase-resistant, and stained 
positively for mucin. Adjacent to the 
necrotic area there were some normal- 
appearing salivary gland acini and 
ducts. Other salivary gland structures 
showed partial squamous metaplasia, 
with a peripheral rim of squamous 
cells. In other areas, squamous meta- 
plasia was complete; salivary gland 
ducts had transformed into islands of 
squamous cells (Fig 4). These squa- 
mous cells were benign-appearing, 
and numerous normal mitoses were 
seen. Dyskeratotic cells could be iden- 
tified within the squamous epithelial 
islands. Residual duct lumina and 
isolated trapped mucous cells could be 
seen as well (Fig 5). In the lamina 
propria surrounding the necrotic area, 
there was an inflammatory infiltrate 
consisting of lymphocytes and foamy 
histiocytes. 


COMMENT 


Necrotizing sialometaplasia was 
first described in 1973 by Abrams et 
al. We have found 32 reported cases 
of this condition and have added our 
case to this collection. Necrotizing 
sialometaplasia has occurred in pa- 
tients 18 to 83 years old (mean, 47 
years). Men have been affected about 
twice as often as women (21 men and 
12 women). There appears to be no 
particular racial predilection. 

In 29 cases occurring on the palate, 
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Fig 1.—Palatal ulceration showing rolled border and necrotic 


center. 


Fig 2.—Arrow indicates ulcer base. Nests of squamous 
epithelium can be seen peripheral to centrally located 
infarcted salivary gland lobules (hematoxylin-eosin, 
x 30). 


Fig 3.—Outline of infarcted mucous lobules is preserved. 
Occasional degenerating mucin cell can be seen (short 
arrow). Long arrow indicates early squamous metaplasia 
(hematoxylin-eosin, x 380). 





Fig 4.—Lobular pattern of metaplastic squamous epithelium is 
shown, which corresponds to lobular architecture of salivary 
gland (hematoxylin-eosin, x 150). 
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Fig 5.—Salivary lobules have been replaced by metaplastic 
squamous epithelium. Arrow indicates residual duct 
lumen. Note lack of nuclear pleomorphism in squamous 
epithelium and presence of intercellular bridges (hematox- 
ylin-eosin, X 380). 
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20 have occurred on the hard palate, 
two have occurred on the soft palate, 
five have occurred at the junction of 
the hard and soft palates, and in two 
cases the sites, were not specified. 
Eleven patients had single lesions on 
the left side, three had single lesions 
on the right side, four had bilateral 
lesions, 11 had single palatal lesions, 
but the affected side was not speci- 
fied. Twenty-three patients sought 
treatment for ulcers that varied in 
size from 0.5 to 3.5 em in diameter. 
Five patients sought treatment for 
indurated mass lesions with no evi- 
dence of ulceration. No clinical infor- 
mation was available in one case. Four 
patients had lesions involving sites 
other than the palate, including the 
nose, nasopharynx, right maxillary 
sinus, and left mandible. 

Of the cases reviewed, 15 had 
partial to radical excision of their 
lesions. In seven cases, the authors 
stated that the initial pathological 
diagnosis was malignant (five cases 
misdiagnosed as mucoepidermoid car- 
cinoma and two cases as squamous cell 
carcinoma). Eleven cases were treated 
conservatively following recognition 
of the benign nature of the process. In 
these cases, spontaneous resolution 
occurred in about six to ten weeks. 
There have been no cases of recur- 
rence, even in incompletely excised 
lesions, for as long as eight years of 
follow-up.’ 

It has not been possible to isolate 
any specific factors that predispose to 
initiation of this process. A number of 
patients have been heavy smokers or 
drinkers, but many, including ours, 
were not. No consistent drug history 
is available. Some patients have had 
onset of their disease shortly after 
radical head and neck surgery or 
following radiation therapy for malig- 
nancy in the nasopharynx or orophar- 
ynx. In other patients this condition 
developed in association with poorly 
fitting dentures, but this was not a 
factor in our case. 

Histologically, all the cases have 
been strikingly similar. The basic 


.proeess is coagulative necrosis of a 


minor salivary gland. The lobular 
architecture of the gland is main- 
tained; this is an essential point in 
differentiating this lesion from mu- 
coepidermoid carcinoma of the sali- 
vary gland. Small pools of mucin, 
compartmentalized, by fibrous septa, 
are seen in place of viable salivary 
acini. 

Another constant diagnostie hall- 
mark of this process is extensive squa- 
mous metaplasia of the remaining 
adjacent salivary acini and ducts. 
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Irreversible squamous metaplasia is a 
response to nonspecific injury of glan- 
dular tissue and has been studied with 
special reference to sweat and seba- 
ceous glands in skin by Lobitz and 
co-workers.^* Squamous metaplasia 
can also be seen as a response to 
ischemia in viable glandular epithe- 
lium adjacent to areas of prostatic 
infarction. The individual squamous 
cells are completely benign, and many 
mitotic figures are commonly ob- 
served. Most published photomicro- 
graphs have shown intermediate or 
transitional forms between normal 
salivary acini and islands of complete- 
ly differentiated squamous cells. 

The necrosis of the salivary gland 
acini is attended initially by an 
inflammatory infiltrate composed of 
polymorphonuclear leukocytes. Later 
on, numerous histiocytes appear, some 
of which demonstrate a foamy cyto- 
plasm. In most cases, both cell types 
can be demonstrated at the time of 
biopsy. Granulatien tissue in the 
uleerated area and especially in the 
region of the necrotic lobules is a 
constant feature. 

Most authors describe pseudoepi- 
theliomatous hyperplasia in the muco- 
sa overlying the necrotic area or at the 
ulcer margin in cases where the muco- 
sa had disintegrated. This did not 
seem to be the case in the biopsy 
specimen we examined. 

In our opinion, the finding of pseu- 
doepitheliomatous hyperplasia by 
some authors':?*-'* represents meta- 
plastic epithelium growing down the 
salivary ducts. This is supported by 
our review of several additional cases 
of necrotizing sialometaplasia at our 
institution in which tongues of epithe- 
lium extending down from the surface 
resembled pseudoepitheliomatous hy- 
perplasia. Further sections through 
these areas showed the presence of 
duct lumina in their central portions. 

The collection of additional cases of 
this condition has added little to the 
pathogenic mechanism postulated by 
Abrams et al' and elaborated on by 
Arguelles et al^ Necrosis of the sali- 
vary gland acini and ducts may occur 
as a result of acute vascular insuffi- 
ciency. The pattern of tissue death 
and the abrupt clinical onset are 
strongly suggestive of an acute single 
ischemic insult. The factors that 
initiate this process are not clearly 
defined since the vascular supply to 
this region is extensive.'* However, 
one could speculate that an acute 
vascular insult from any of a variety 
of factors could result in infarction 
and coagulation necrosis of the saliva- 
ry acini. Sublethal injury would 
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initiate squamous metaplasia in some 
of the surrounding glandular struc- 
tures. The necrotic infarcted area 
would ultimately be replaced by the 
metaplastic tissue and the ulcer reepi- 
thelialized. 

It is vital that the benign nature of 
this condition be recognized to pre- 
vent needless radical or mutilating 
surgical procedures. 


Mrs Yvonne Waring-Coble typed this manu- 
script. 


Nonproprietary Names and 
Trademarks of Drugs 


Terbutaline sulfate—Brethine, Bricanyl. 
Beclomethasone  dipropionate— Vanceril, 
Viarex. 
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Localized Ehlers-Danlos Syndrome 


€ A 34-year-old woman had the cuta- 
neous features of the Ehlers-Danlos 
syndrome, which was strictly limited to 
the skin and subcutaneous tissue in the 
region of the left shoulder. The disorder 
started at approximately age 22 with the 
development of subcutaneous nodules. 
Hyperextensibility of the skin in this 
region developed within the subsequent 
five years. There was a notable lack of the 
usually associated joint hyperextensibili- 
ty, bleeding tendency, scar formation, or 
the serious systemic components of the 
Ehlers-Danlos syndrome. 

(Arch Dermatol 115:332-333, 1979) 


he  Ehlers-Danlos syndrome 

(EDS) is a group of inherited 
disorders of connective tissue in which 
joint hypermobility, skin hyperexten- 
sibility, bleeding tendency, and scar 
formation are the most prominent 
features. It is considered to be a 
generalized disease with essentially 
universal involvement. A number of 
authors'^ allude to incomplete forms 
or formes frustes of the EDS, 
although I have been unable to find 
reports in which the skin manifesta- 
tions are localized to a small portion of 
the body. Recent reports and two 
excellent texts^* focus attention on 
the extensive internal manifestations 
possible with this disorder. This report 
describes a patient with a very limited 
area of cutaneous hyperelasticity and 
underlying spherule formation. 


REPORT OF A CASE 


A 34-year-old woman of Scandinavian 
origin first noticed the development of 
multiple small subcutaneous nodules in the 
region of the left shoulder at approximate- 
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ly age 22 years. These nodules were 
completely asymptomatic and not preceded 
by known trauma. A moderate degree of 
hyperextensibility of the skin over the left 
shoulder was first noticed about five years 
after the initial awareness of the nodules 
in this area. The patient is the product of a 
full-term uncomplicated pregnancy and 
delivery of a nonconsanguineous marriage. 
There is no family history suggestive of 
hyperextensibility of the skin or joints, nor 
of any of the known systemic complica- 
tions of the EDS. The patient had the usual 
childhood illnesses without sequela as well 
as tuberculosis at age 6, considered 
completely arrested. 

When first seen at age 26, examination 
showed a well-developed, well-nourished 
woman without obvious deformities, 167.6 
em in height and weighing 57.3 kg. 
Complete examination by an internist, 
ophthalmologist, and dermatologist dem- 
onstrated abnormalities to be limited to 
the skin, particularly to that skin over the 
left shoulder. The involved skin was soft 
and moist and felt quite normal. There 
were no scars, ulcerations, or abnormalities 
in pigmentation. The skin overlying the 
upper portion of the left arm and the left 
shoulder could be stretched to a moderate 
degree without pain or discomfort and 
returned to its normal position when 
released (Fig 1). There were multiple, free- 
ly movable, nontender subcutaneous nod- 
ules measuring from a few millimeters to 1 
em in diameter, strictly limited to the area 
underlying the hyperelastic skin. There 
was no increased mobility of any of the 
joints. 

Extensive laboratory studies yielded 
results within normal limits, with the 
exception of a serum folate value of 4.6 ug 
(with a control value of 11 ug) and a repeat 
serum folate value of 1.9 ug (with a control 





Fig 1.—Patient's hyperelastic skin. 


value of 7.2 ug). Hemoglobin level was 13.2 
g/dL and the hematocrit reading was 
39.6%. Serum iron and vitamin B, levels 
were within normal limits. The folate defi- 
ciency responded nicely to folic acid admin- 
istered orally over a three-month period. 
Several subsequent complete blood cell 
counts and serum folate determinations 
have been within normal limits. 

A small ellipse of skin from the left 
shoulder, as well as one of the subcutaneous 
nodules (Fig 2), were excised under local 
plain lidocaine anesthesia. There was no 
excessive bleeding, and sutures did not 
tear through the skin as so often is the 
situation in patients with EDS. The 
sutures were removed in one week and 
healing proceeded without difficulty. Ex- 
amination one year after excision showed a 
fine linear scar. 

On Sept 17, 1971, while at rest, the 
patient experienced the sudden onset of a 
nonradiating right shoulder pain lasting 
approximately 30 seconds. The following 
day while driving her car she experienced a 
recurrence of the right shoulder pain asso- 
ciated with a “dull ache” at the left sternal 
border. This chest pain was worse on deep 
inspiration. There was no associated dysp- 
nea. During the evening of Sept 18, 1971, 
while lying in bed, the patient became 
aware of an audible “click” emanating 
from the chest. The sound was more prom- 
inent on deep inspiration. On auscultation, 
a metallic clicking sound was heard best at 
the left lower sternal border. This sound 
was most prominent during the inspiratory 
phase. There was no relationship to the 
cardiac cycle. A chest x-ray film and ECG 
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showed no abnormalities. It was believed Y 


that the patient experienced the sponta- 
neous rupture of a small pulmonary bleb, 
developing a small pneumothorax. During 
the subsequent years, there has been no 
repetition of this pulmonary complication. 
nor of the development of any other known 
systemic component of the EDS. 


PATHOLOGIC AND 
RADIOLOGIC FINDINGS 


Histologie examination of the skin 
showed the epidermis to be normal in 
appearance. In some areas of the deep 
dermis, there was an increased con- 


centration of the elastic fibers anda. 


relative decrease in the amount of 
collagen. The elastic fibers appeared 
normal. The subcutaneous mass was a 
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Fig 2.—Subcutaneous nodule at time of 
excision. 


Fig 3.—Encapsulated nodule of adipose 
tissue (hematoxylin-eosin, original magni- 


fication x 15). 


nodule composed of lobules of necrotic 
adult adipose tissue encapsulated by a 
thiek layer of dense collagen. There 
was a small peripheral area of 
dystrophie calcification (Fig 3). 

Soft tissue x-ray examination dis- 
closed a superficial spherical calcified 
nodule with increased density in the 
outer portion of the nodule. 


COMMENT 


For nearly 300 years from the first 
definitive clinieal description by Job 
van Meekeren in 1682» of the aggrega- 
tion of signs and symptoms now 
known as the EDS, until the delinea- 
tion by Barabas in 19675 of three 
autosomal dominant varieties, the 
EDS was asssumed to represent a 
uniform group of patients. The dra- 
matic features of marked hyperexten- 
sibility of the skin and associated 
hypermobility of the joints were 
generally viewed as curiosities of 
nature. Patients afflicted with the 
EDS were thought of as more of an 
oddity in whom the obvious dermato- 
logie and orthopedic abnormalities 
were to be displayed than as suffering 
from an important generalized medi- 
cal illness with potentially life-threat- 
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ening problems. It is of particular 
interest that van Meekeren’s patient 
had involvement strictly limited to the 
skin of the right side of the body. As 
emphasized by McKusick’ in a 1974 
editorial, the EDS should be consid- 
ered as multiple syndromes rather 
than that of a single entity. 

The occurrence of systemic symp- 
toms, albeit mild and self-limiting, is 
somewhat disturbing. Pneumothorax 
is a rare complication of the EDS. 
Spontaneous pneumothorax has been 
reported by Graf* and by McKusick, 
but it was not seen in any of the 100 
patients carefully studied by Beighton 
et al.’ The discovery of a serum folate 
deficiency is probably coincidental as 
such a finding has not, to my knowl- 
edge, been reported previously. 

Molluscoid pseudotumors are the 
most common of the two types of 
growths that patients with the EDS 
develop. They are soft, fleshy lesions 
that occur in the easily traumatized 
skin of the knees, elbows, and over 
other bony prominences. These pseu- 
dotumors probably form from bleed- 
ing into the skin following trauma, 
and secondary organization, fibrosis, 
and reabsorption of the hematoma. 
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The spheroid is the other type of 
subcutaneous growth and most likely 
results from fat necrosis after injury 
in those areas that have adequate 
subcutaneous fat. Liquefaction and 
subsequent calcification of the wall 
give the typical clinical and radiologic 
appearance, which has been called 
pathognomic of EDS.'^ These lesions 
may be single or multiple, are usually 
quite hard but freely movable, and 
measure from a few millimeters to 1 
cm in diameter. 

The skin in the EDS is usually very 
fragile as well as hyperextensible. 
This feature regularly results in 
suturing difficulties with the develop- 
ment of gaping wounds and large, 
thin, wrinkled scars. My patient expe- 
rienced no difficulty either during or 
after the surgery through the area of 
localized hyperextensibility. Healing 
proceeded in the usual manner with 
the development of a cosmetically 
acceptable scar. 

Studies by Beighton,;  Pinnell,' 
Lichtenstein,? DiFerrante,* and 
Pope" and their co-workers have 
demonstrated at least seven varieties 
of the EDS with specific biochemical 
defects in four of these seven forms. 
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Steatocystoma Multiplex 


Report of a Florid Case and a Review 


Barbara M. Egbert, MD; Norman M. Price, MB, ChB; Robert J. Segal, MD 


€ A patient had numerous cysts over 
almost all of his skin surface. The lesions 
were persistently infected, painful, and 
odorous, and were contributory to the 
patient'S psychological problems. The 
cysts were histologically determined to be 
of the steatocystoma multiplex variety. 
Several therapeutic modalities were used 
but only surgical incision, drainage, and 
electrocautery were beneficial. 

(Arch Dermatol 115:334-335, 1979) 


W: recently encountered a case of 
steatocystoma multiplex with 
hundreds of large cysts distributed 
over the entire integument. We 
believe this represents one of the most 
florid examples of this condition. 


REPORT OF A CASE 


A 50-year-old Hawaiian man of Japa- 
nese extraction was admitted to the 
Dermatology Service at the Veterans 
Administration Hospital, Palo Alto, Calif, 
for the treatment of painful and infected 
cysts. 

During his late teens and early 20s the 
cysts began to appear. With the passage of 
time, the cysts became more numerous and 
larger. They became inflamed sponta- 
neously and would often drain foul-smell- 
ing oily material. The trauma of lying on 
his back on a mechanic’s creeper would 
rupture the cysts, so the patient was forced 
to stop working as a diesel mechanic. The 
rancid odor that the cysts exuded caused 
him to turn to alcohol, and he became a 
social recluse. 

For ten years before admission the 
patient was treated by a local dermatolo- 
gist with antibioties, excisional surgery, 
incision and drainage of infected cysts, and 
a course of orthovoltage radiation applied 
to the lower part of the back. 

The patient denied that any family 
members had a similar condition. Several 
relatives were contacted and they too 
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denied any personal or familial history of 
skin disease. 

Physieal examination showed innumera 
ble soft nodules over the entire skin 
surface, sparing only palms, soles, lips, 
ears, and glans penis. No central punctum 
was visible over the softer nodules but 
there were multiple smaller, firmer nod- 
ules with keratinous plugs in the same 
distribution. Two long sinus tracts were 
present over the back, draining purulent 
material, and dozens of cysts were 
inflamed and tender. A rancid, cheesy odor 
emanated from the patient, who was in 
some degree of pain (Fig 1 and 2). 

Results of urinalysis, complete blood cell 
count, routine blood chemistry, and lipo- 
protein electrophoresis were normal or neg- 
ative. Cultures of several purulent areas 
yielded coagulase-positive Staphylococcus 
and Proteus species. X-ray films of the jaw 
and skull demonstrated no abnormality. 
Results of upper gastrointestinal series, 
barium enema, and sigmoidoscopy were 
normal except for mild diverticulosis. 

During his hospitalization the patient 
was given antibiotics orally. The infected 
cysts were treated by incision and drain- 
age. The uninflamed cysts were treated by 
a variety of incisional and excisional 
modalities. During several months of 
hospitalization the patient was taken to the 
operating room on many occasions and 
over 100 cysts were treated with various 
methods, including incision, drainage, and 
electrocautery under general anesthesia. 


HISTOPATHOLOGIC DESCRIPTION 


The epidermis overlying the multiple 
cysts was unremarkable. Within the der- 
mis there were tortuous cystic cavities 
lined by a squamous epithelium varying 
from two to five layers in cell thickness. No 
granular layer was present. Numerous 
well-formed sebaceous glands were present 
both within the lining of the cysts and in 
the dermis adjacent to the cysts (Fig 3). 
Rare lanugo hairs were identified within 
the wall of the cysts. A cell block prepared 
from the contents of a cyst revealed only 
occasional epithelial cells and several hairs. 
No clusters of hairs were seen, although 
such clusters have been reported in the 
past.’ 


COMMENT 


The term “steatocystoma multi- 
plex” was first used as a description 
for this disease entity by Pringle in 


1899. A plethora of other titles has 
been used: generalized steatomas, 
sebocystomatosis, trichosebaceous 
eystie nevus, and multiple sebaceous 
or follicular cysts.*^ The first reported 
case was probably that of Jamieson in 
1873, who described a 45-year-old man 
with numerous cutaneous cysts scat- 
tered over the body surface that 
ranged in size from “that of a small 
shot to that of a pea.” Histologically, 
an epithelium-lined cavity containing 
a “brownish liquid" was described. 
Dubreuilh and Auche were the first to 
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Fig 1.—Chest and abdomen of patient 
showing numerous cysts. 





Fig 2.—Neck of patient showing numerous 
cysts. — 
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Fig 3.—Histological section of cyst show- 
ing numerous small sebaceous glands in 
cyst wall (hematoxylin-eosin, x 10). 


describe the presence of sebaceous 
glands within the cyst wall.* 

Most of the original descriptions of 
this disease entity paid little or no 
attention to the histology of the 
lesions. A result of this was that many 
of the early descriptions of steatocys- 
toma multiplex may have been con- 
fused with other entities, such as 
Gardner's syndrome, dermoid cysts, or 
multiple keratinous cysts, which clini- 
cally may resemble one another, but 
pathologically are distinct from each 
other. The reports of familial steato- 
cystoma multiplex by Ingram and 
Oldfield,? Schiff et al,'^ Sachs," Saten- 
stein," and Lewis," for example, do 
not adequately report the histology 
and may represent Gardner's syn- 
drome or multiple epidermal cysts. 
However, there are well-documented 
cases of familial steatocystoma multi- 
plex. An additional example of 
inherited steatocystoma multiplex 
was reported by Verbov." This 50- 
year-old woman also had acrokeratosis 
verruciformis of Hopf and hyper- 
trophic lichen planus. Her father and 
sister were reported to be similarly 
affected. 

In addition to the familial cases that 
have been described, there are also at 
least 19 well-documented cases of 
the disease that were nonheredi- 
tary. ^*^25** Thirteen of these pa- 
tients were men and six were women. 
The age of onset in the familial and 
the nonhereditary type is the same 
and is usually in adolescence or early 
childhood. The cysts vary in size from 
a few millimeters to 20 mm or more in 
diameter. They are filled with an oily 
liquid or a gel-like material that is 
composed of unsplit esters of sebum in 
which free fatty acids are absent.” 

Dermoid cysts may also be confused 
clinically with steatocystoma multi- 


‘plex, although dermoid cysts are 


generally solitary and located on the 
face. Steatocystoma multiplex cysts 
are multiple and are usually loeated on 
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the anterior aspect of the chest wall, 
the axillae, or the neck. Other loca- 
tions are the abdomen and back. Less 
frequently they are located on the 
extremities and rarely on the hand. 
Dermoid cysts have similar histologic 
features but are different from stea- 
tocystoma multiplex in that they may 
have a lining containing mature pilo- 
sebaceous structures and eccrine and 
apocrine glands. However, they differ 
from steatocystoma multiplex in that 
their cell wall is not tortuous and is 
lined by an epithelium containing a 
granular layer." Pollitzer described a 
patient with numerous dermoid cysts 
containing coiled hairs, but no seba- 
ceous glands.^ In his study he was 
able to demonstrate a granular layer 
in early cysts with some mature hairs 
and eccrine glands. Steatocystoma 
multiplex and dermoid cysts are 
distinct histologic and clinical enti- 
ties. 

The cysts of steatocystoma multi- 
plex are usually asymptomatic, except 
when they become infected or rup- 
ture. The clinical differential diagno- 
sis includes lipomatosis, neurofibro- 
matosis, multiple leiomyomas or glo- 
mangiomas, the blue rubber bleb 
nevus, xanthomata, cysticercosis, and 
Gardner's syndrome. 

The theories regarding the histo- 
genesis of these lesions include (1) 
obstruction of the outflow of seba- 
ceous material due to keratinization of 
the follieular lining, resulting in cyst 
formation; (2) hypertrophy of the 
sebaceous glands with liquefaction of 
their contents; and (3) a nevoid and 
hereditary malformation of the pilose- 
baceous duct junction, resulting in 
dilation of the sebaceous duct and 
subsequent cyst formation. The his- 
tologic evidence favors the latter theo- 
ry, as the lining of the cyst is similar 
to that of the sebaceous duct in the 
normal pilosebaceous unit with only a 
small contribution to the lining being 
made by the atrophied remnants of 
the sebaceous glands." 

Our patient has been gravely 
affected, both physically and psycho- 
logically, by his skin disease. When 
treating such a patient we have found 
it helpful to use a multidisciplinary 
approach including dermatology, plas- 
tic surgery, and psychiatry. However, 
surgical methods have limitations in 
cases such as this. Perhaps chemical or 
hormonal control of sebaceous activity 
may one day improve the quality of 
life of those afflicted with extensive 
steatocystoma multiplex. 


Barbara Olsen, RN, and the nursing staff of 
Ward 1B5 at Palo Alto Veterans Administration 
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Hospital, Palo Alto, Calif, assisted in caring for 
the patient. Phil Horne prepared the photomicro- 
graph. 


References 


1. Contreras MA, Costello MJ: Steatocystoma 
multiplex with embryonal hair formation. Arch 
Dermatol 76:720-725, 1957. 

2. Pringle JJ: A case of peculiar multiple seba- 
ceous cysts: Steatocystoma multiplex. Br J 
Dermatol 11:381-388, 1899. 

3. Cady LD: A case of generalized steatoma. 
Arch Dermatol Syphilol 9:96-101, 1924. 

4. Robinson LB: Sebacystomatosis or steato- 
matosis. Arch Dermatol Syphilol 29:461-462, 
1934. 

5. Lisi F: Nevo-cistico tricosebaceo diffuso del 
tronco. [tal Dermatol Sifilol 73:1325-1331, 1932. 

6. MePhedran A: Multiple sebaceous cysts: A 
case. J Cutan Dis 23:117-118, 1905. 

7. Jamieson WA: Case of numerous cutaneous 
cysts scattered over the body. Edin Med J 19:223- 
225, 1878. 

8. Dubreuilh W, Auche B: Kystes graisseux 
sudoripares. Arch Clin Bordeaux 5:387-391, 
1896. 

9. Ingram JT, Oldfield MC: Hereditary seba- 
ceous cysts. Br Med J 1:960-966, 1937. 

10. Schiff BL, Kern AB, Ronchese F: Steato- 
cystoma multiplex. Arch Dermatol 77:516-518, 
1958. 

11. Sachs W: Steatocystoma multiplex congen- 
itale Ten cases in three generations. Arch 
Dermatol Syphilol 38:877-880, 1938. 

12. Satenstein DL: Steatocystoma multiplex 
congenitale. Arch Dermatol Syphilol 36:632-633, 
1937. 

13. Lewis B: Multiple sebaceous cysts of the 
vulva. Br J Dermatol 60:254-257, 1948. 

14. Noojin RO, Reynolds JP: Familial steato- 
cystoma multiplex: Twelve cases in three genera- 
tions. Arch Dermatol Syphilol 57:1013-1018, 
1948. 

15. Anderson DS: Sebocystomatosis. Br J 
Dermatol 62:215-220, 1950. 

16. Klausner E: Über angeboren brw hered- 
itáre Zystenbildung im Bereiche der Talgdrüsen. 
Dermatol Wochensch 65:711-716, 1917. 

l7. Verbov J: Acrokeratosis verruciformis of 
Hopf with steatocystoma multiplex and hyper- 
trophie lichen planus. Br J Dermatol 86:91-92, 
1972. 

18. Bosellini PL: Beitrage zur Lehre von den 
multiplen follicularen Hauteysten. Arch Derma- 
tol Syphilol 45:81-95, 1898. 

19. Orr H: Multiple symmetrical cutaneous 
cysts or steatocytomata. Br J Dermatol 36:31-33, 
1924. 

20. Ormsby OS, Finnerud CW: Steatocystoma 
multiplex. Arch Dermatol Syphilol 22:822-832, 
1930. 

21. Usher B: Steatocystoma multiplex. Arch 
Dermatol Syphilol 26:387, 1932. 

22. Parounagian MB: Multiple steatomas. 
Arch Dermatol Syphilol 27:883, 1933. 

28. Mount LB: Steatocystoma multiplex. Arch 
Dermatol Syphilol 36:31-39, 1937. 

24. Gunther H: Uber eine besondere Talgdru- 
senaffektion (Sebozystomatosis). Dermatol Wo- 
chenschr 64:481-485, 1917. 

25. Cole L: Steatocystoma multiplex. Arch 
Dermatol 112:1437-1439, 1976. 

26. Lyneh FW, Fisher I: Steatocystoma multi- 
plex: An analysis of their contents. J Invest 
Dermatol 8:65-67, 1947. 

21. Kligman AM, Kirschbaum JD: Steatocysto- 
ma multiplex: A dermoid tumor. J Invest Derma- 
tol 42:383-388, 1964. 

28. Pollitzer S: Multiple dermoid cysts simulat- 
ing xanthoma tuberosum. J Cutan Dis 9:281-283, 
1891. 

29. Young E, Orentreich N, Ackerman AB: The 
“vanilla fudge” cyst. Cutis 18:513-515, 1976. 


Steatocystoma Multiplex—Egbert et al 335 





Histoplasmosis of Skin and Lymph Nodes 


and Chronic Lymphocytic Leukemia 


Curtis A. Johnston, MD; Chik-Kwun Tang, MB; Rouben M. Jiji, MD 


e Nodular skin and cervical lymph node 
lesions of histoplasmosis, unassociated 
with systemic symptoms of the infection, 
developed in a 63-year-old man with 
untreated chronic lymphocytic leukemia. 
The histologic patterns in both the skin 
and lymph node were those of a lympho- 
proliferative disorder, but Histoplasma 
organisms were found within a few scat- 
tered histiocytes after a careful search. 
The subtle clinical and pathologic presen- 
tation might lead one to overlook the 
organisms and to believe that the 
leukemic process had progressed, result- 
ing in potentially dangerous systemic 
involvement of histoplasmosis and un- 
necessary chemotherapy for his leukemic 
process. Complete remission of histo- 
plasmosis was obtained with amphoteri- 
cin B therapy. 

(Arch Dermatol 115:336-337, 1979) 


MIS subeutaneous nodules and 
enlarged cervical lymph nodes 
suggestive of leukemic infiltrates de- 
veloped in a patient with a history of 
untreated chronic lymphocytic leu- 
kemia. The skin nodules were found to 
be due to cutaneous histoplasmosis, a 
rare presentation of the disease. The 
diffuse lymphocytic infiltrate seen in 
the skin and lymph node biopsy speci- 
mens without clinical evidence of 
systemic manifestation might lead 
one to overlook the microorganisms 
and administer improper chemothera- 
py, resulting in a disastrous course. 
The subtle histologic features and the 
unusual clinical course of this case 
warrant this report. 


REPORT OF A CASE 
Clinical Features 


A 63-year-old man was admitted to the 
University of Maryland Hospital in March 
1976 for evaluation of papular skin lesions, 
lymphadenopathy, and a four-year history 
of peripheral blood lymphocytosis. Four 
years prior to admission, he was found to 
have a WBC count of 13,000/cu mm, with 
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71% lymphocytes, 25% polymorphonuclear 
neutrophils, 2% monocytes, and 2% eosino- 
phils. Repeat WBC counts over the next 
several months continued to show lympho- 
cytosis. A bone marrow aspirate obtained 
in July 1972 showed an increased number 
of mature lymphocytes, believed to be 
compatible with either a reactive lympho- 
eytosis or an early lymphoproliferative 
disorder. In view of the lack of either 
symptoms or physical findings, no specific 
treatment was instituted and he was 
followed up with regular examinations and 
blood cell counts. Over the following three 
years, both relative and absolute lymphocy- 
tosis persisted, a maximum of 18,400 
WBC/cu mm being recorded. 

In October 1975, the patient noted the 
appearance of multiple firm, round, non- 
tender papular lesions scattered over his 
face and upper portions of his chest and 
back. He also became aware of several 
painless enlarged axillary and inguinal 
nodes. He did not return to his physician 
until February 1976. A biopsy was 
performed by a dermatologist at that time 
and was interpreted as compatible with 
leukemie infiltrate. The patient was admit- 
ted for evaluation and chemotherapy. 

The patient denied a history of fever, 
cough, weight loss, or anorexia. Also 
elicited in the history was the information 
that the patient raised birds. His wife 
performed the task of cleaning the bird 
cage, however, and she was asymptomat- 
ic. 
Physical examination disclosed moder- 
ate cervical, axillary, and inguinal lym- 
phadenopathy and multiple, slightly ery- 
thematous firm papules, 0.5 to 1.0 em in 
diameter, scattered over the face, neck, 
and upper part of the thorax. The splenic 
tip was palpated 3 cm below the costal 
margin. Findings from the physical exami- 
nation were otherwise unremarkable. 

Initial laboratory data showed a WBC 
count of 17,700/cu mm, with 80% lympho- 
cytes. Electrolytes, glucose, BUN, and 
hematocrit values were within normal 
limits. A chest roentgenogram was unre- 
markable. A lymphangiogram was inter- 
preted as showing lymphoma of retroperi- 
toneal lymph nodes. Immunologic studies 
of circulating blood lymphocytes demon- 
strated that 80% of these carried B-cell 
markers. Biopsy specimens of a skin lesion 
and a postauricular node were obtained 
and chemotherapy with cyclophosphamide 
and vincristine sulfate was begun. These 
biopsy samples showed evidence of histo- 
plasmosis, further confirmed by cultures. 
Chemotherapy was halted immediately, 
one dose of each of the drugs having been 
given. Bone marrow and liver aspirates did 
not contain the organism, either micro- 
scopically or by culture. A yeast phase slide 


agglutination test obtained in May yielded 
an antibody titer of 1:128. 

The patient received a total of 1,050 g of 
amphotericin B, with secondary complica- 
tions of azotemia and anemia. He was 
discharged in June 1976 with considerable 
resolution of his skin lesions. Three months 
later they had completely resolved. Serolo- 
gy for Histoplasma antibody, yeast phase, 
was now negative. His chest roentgeno- 
gram remained unremarkable. Mild ade- 
nopathy and peripheral blood lymphocyto- 
sis persisted; however, the patient contin- 
ued to do well without further therapy. 


Pathologic Findings 


Skin Nodule.-The upper dermis was 
focally infiltrated by large numbers of 
small lymphocytes. Scattered amid the 
lymphocytes were histiocytes, singly and in 
clusters (Fig 1). Unequivocal granulomas 
were not found. Methenamine silver stain- 
ing indicated several yeast forms typical of 
Histoplasma capsulatum within some his- 
tiocytes. 

Lymph Node.—The architecture of the 
lymph node was greatly distorted by a 
diffuse infiltration of small lymphocytes 
(Fig 2). Histoplasma capsulatum was 
readily seen on hematoxylin-eosin stained 
sections (Fig 3) within histiocytes that 
were singly scattered or in small aggre- 
gates, but they were not a prominent 
feature. Methenamine silver stain con- 
firmed the presence of the organisms. 

Liver Biopsy.—Nodular infiltrates of 
small lymphocytes were observed in portal 
areas, with complete absence of histiocytes 
or giant cells. 

Bone Marrow.—Marrow aspiration dis- 
closed a moderately hypercellular marrow 
with lymphocytosis. Histoplasma capsula- 
tum was not identified with special stains 
in either liver or bone marrow biopsy spec- 
imens. 





Fig 1.—Skin from back shows infiltration 
by small lymphocytes and histiocytes, 
singly and in clusters (hematoxylin-eosin, 
original magnification x 360). 
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Fig 2.—Retroauricular lymph node with diffuse infiltration of small lymphocytes, a pattern 
strongly suggestive of a lymphoma. Only a few scattered histiocytes are seen (hematox- 
ylin-eosin, original magnification x 212). 
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Fig 3.—One of the large histiocytes found in lymph nodes contains Histoplasma 
capsulatum, confirmed by culture and methenamine silver staining (hematoxylin-eosin, 


oil, original magnification x 1,335). 


COMMENT 


The eondition of our patient strong- 
ly suggested the development of 
leukemic cutaneous infiltrates and, 
even histologically, this diagnosis ini- 
tially was considered likely. The 
diffuse lymphocytic infiltration with 
architectural disarray seen in both 


‘skin and node lesions was highly 


suggestive of lymphocytic neoplasia. 
This, accompanied by the lack of clini- 
cal symptoms of histoplasmosis, might 


- 
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lead one to believe that the leukemic 
process had progressed and might 
cause one to overlook the microorgan- 
isms. Cutaneous histoplasmosis with- 
out systemic involvement is extremely 
unusual.' The only clue that led to the 
diagnosis of histoplasmosis in the skin 
and lymph node biopsy specimens was 
the presence of a few scattered histio- 
cytes. Identification of H capsulatum 
within sparsely scattered histiocytes 
averted a potentially disastrous course 
of chemotherapy for a lymphoprolifer- 
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ative disease. Amphotericin B pro- 
duced complete resolution of the skin 
lesions. 

The potential histologic resem- 
blance between histoplasmosis and 
lymphocytic lymphoma was reported a 
number of years ago by Murray and 
Brandt.’ It is evident that classic 
granulomas need not be found. Recent 
reviews of cutaneous lymphocytic 
infiltrates have emphasized the unre- 
liability of the diagnosis of leukemia 
or malignant lymphoma from a cuta- 
neous biopsy.** 

Cutaneous histoplasmosis appears 
to develop most often in the immuno- 
compromised host.' Hypogammaglob- 
ulinemia is common in patients with 
chronic lymphocytic leukemia (50% to 
75%), but defects in cellular immunity 
are less clear? Macrophage inhibitory 
activity has been identified in sera of 
patients with chronic lymphocytic leu- 
kemia. An impairment in killer cell 
activity of unfractionated blood lym- 
phocytes has been identified’ but may 
be dilutional in orgin.* 

The possibility that this patient’s 
lymphocytosis represented a reaction 
to infection has been considered. 
However, the nodular lymphocytic 
infiltrates of portal areas in the liver, 
the predominance of B-cells in the 
circulation, the presence of mild and 
persistent adenopathy, and the per- 
sistent blood lymphocytosis despite 
successful treatment with amphoteri- 
cin B favor an underlying lymphopro- 
liferative disease. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B—Fungizone. 
Vincristine sulfate—Oncovin. 
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Eruptive Vellus Hair Cysts 


Dan A. Bovenmyer, MD 


è Umbilicated and nonumbilicated pap- 
ules were present on the presternal area 
of a patient with eruptive vellus hair cysts. 
Histopathological examination of umbili- 
cated papules showed penetration of 
vellus hairs through cyst walls, surround- 
ing granulomatous foreign body reaction, 
and communication to the surface of the 
skin with released vellus hairs present in 
the pore. This suggests that resolution of 
some of the cysts in this disorder may 
occur by transepithelial elimination. 

(Arch Dermatol 115:338-339, 1979) 


ruptive vellus hair cysts (EVHC) 
were first reported by Esterly et 

al in 1977.' Their four patients were 
children with multiple small asympto- 
matic reddish or brownish papules on 
the chest and on the upper and lower 
extremities. The lesions had been 
present from one week to three years. 
None of them had lesions present at 
birth. One patient had spontaneous 
regression of most of the lesions about 
three years after their onset. Histo- 
logic examination of the papules 
showed a small cystic structure in the 
mid-dermis containing keratinous 
material and vellus hairs present in 
multiple and oblique sections. The 


: authors speculated that the develop- 


ment of the cysts might be initiated 
by the loss of epidermal contact of the 
pilar complex allowing retention of 
keratinous material and hair shafts. 
Secondary hair bulb atrophy may be a 
consequence of this process. 

This report describes a patient with 
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EVHC in whom regression of cysts 
may have occurred by the process of 
transepithelial elimination.” 


REPORT OF A CASE 


A 9-year-old boy was seen in May 1977 
because of multiple asymptomatic papules 
on the chest that had been present for at 
least two years. He was seen again in May 
1978 and little change was noted from his 
previous examination. The lesions were 
present on the central area of the chest. 
His mother believed some of the papules 
had disappeared following extrusion of 
their contents. There was no family history 
of a similar disorder. 

There was medical history of asthma and 
seasonal rhinitis. He had suffered one 
generalized convulsion in September 1976. 
A diagnosis of idiopathic epilepsy was 
made after a thorough evaluation by his 
pediatrician and a neurosurgeon. He has 
had no further seizures while on a daily 
maintenance regimen of phenytoin. 

Examination of the skin showed normal 
findings except for multiple, discrete, soft, 
l- to 2-mm papules on the anterior aspect 
of the thorax (Fig 1). Most were flesh- 
colored, but some were reddish-brown. 
Some of the larger papules had a central 
umbilication, but none had leathery central 
craters. There was neither grouping nor 
linearity of the papules. White cheesy 
material could be expressed from the 
umbilicated papules by gentle squeezing. 


HISTOPATHOLOGIC FINDINGS 


Examination of hematoxylin- 
eosin-stained sections of a nonumbili- 
cated papule showed an intact, small, 
keratin-filled cyst in the midcorium 
(Fig 2). It contained numerous trans- 
versely and obliquely eut portions of 
vellus hair. Hematoxylin-eosin- 
stained sections of two umbilicated 
papules disclosed similar cysts, but 
there was penetration of the cyst 
walls by vellus hairs. The cysts were 
surrounded by  foreign-body-type 





Fig 1.—Umbilicated and nonumbilicated 
papules on presternal area. 


Fig 2.—Nonumbilicated papule shows hair 
cyst in midcorium containing laminated 
keratinous material and vellus hairs (he- 
matoxylin-eosin, original magnification 
x 8). 
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; Fig 3.—Umbilicated papule shows penetration of vellus hairs 
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granulomatous inflammation with as- 
sociated fibrosis and infiltration by 
plasma cells and histiocytes (Fig 3). 
Serial sections were taken through 
one specimen. They demonstrated 
communication of this area to the 
surface of the skin. The pore con- 
tained keratin and portions of vellus 
hair (Fig 4). 


COMMENT 


This case of EVHC is identical to 
those of Esterly et al, except for the 
limitation of involvement to the chest 
and presence of umbilicated papules 
that were not seen in their patients. 
Material could be obtained from the 
umbilicated papules by gentle pres- 
sure. Microscopic examination of 
these papules showed loss of cyst wall 
integrity with surrounding foreign 
body granulomatous reaction and 
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elimination of vellus hairs to the 
surface of the skin. This suggests that 
resolution of the cysts may occur by 
the process of transepithelial elimina- 
tion. 

The term "transepithelial elimina- 
tion" was coined by Mehregan to 
describe a phenomenon in which a 
series of epithelial changes in the skin 
lead to elimination of foreign material 
from the corium through the epider- 
mis or follicular wall without produc- 
ing major disturbance in these struc- 
tures.’ Perforating elastosis, perfor- 
ating folliculitis, reactive perforating 
collagenosis, and perforating granulo- 
ma annulare have been included 
among the diseases exhibiting this 
condition.*' The process for elimina- 
tion of cysts in EVHC may be similar 
to that seen in perforating folliculitis 
in which the hair follicle becomes 
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inflammation (hematoxylin-eosin, original magnification x 44). 


Fig 4.—Umbilicated papule shows communication of foreign body 
reaction to a pore containing portions of vellus hair (hematoxylin- 
eosin, original magnification x 17). 


perforated by mechanical irritation of 
keratinous material and by penetra- 
tion of the retained hair shaft.‘ In 
EVHC, vellus hairs retained in the 
cysts may provoke enough mechanical 
irritation of the cyst wall to cause 
rupture with release of vellus hairs, 
subsequent foreign body reaction, and 
elimination of the hairs through the 
epidermis. 

The cause of EVHC remains un- 
known. This study suggests that at 
least some of the cysts may resolve by 
the process of transepithelial elimina- 
tion. It is hoped that further cases of 
EVHC will be studied to see if this is 
an isolated finding or an integral part 
of the disorder. 
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Systemic Lupus Erythematosus © 


Association With Previous Neonatal Lupus Erythematosus 


R. John Fox, Jr, MD; C. Hal McCuistion, MD; Eugene P. Schoch, Jr, MD 


€ A patient previously reported to have 
discoid lupus erythematosus as a neonate 
eventually developed systemic lupus ery- 
thematosus (SLE) at age 19 years. This 
case illustrates that although neonatal 
lupus erythematosus is usually self- 
limited, SLE may develop in selected 
patients in future years. 

(Arch Dermatol 115:340, 1979) 


T 1954, a case of discoid lupus 
erythematosus (LE) was reported 
in a newborn infant. Although the 
active discoid lesions had regressed by 
age 5 months, systemic lupus ery- 
thematosus (SLE) subsequently devel- 
oped in adulthood. The following is a 
report of the case that emphasizes 
that neonatal LE does not necessarily 
portend a benign prognosis. 


REPORT OF A CASE 


A 6-week-old girl (a misprint in the 
original report called the patient a boy) 
was first seen on Nov 3, 1951, because of a 
dermatitis of the face and scalp. Discrete 
erythematous patches showed scaling, fol- 
licular plugging, and atrophy. Biopsy of a 
scalp lesion showed hyperkeratosis, follicu- 
lar plugging, alternate areas of acanthosis 
and atrophy, and liquefactive degeneration 
of the basal layer. The dermal lymphocytic 
infiltrate was largely perivascular. An LE 
preparation showed negative results. No 
specific treatment was given, and by age 3 
months the lesions showed signs of regres- 
sion. At age 5 months, only slight atrophy 
of the skin at the sites of previous lesions 
was evident. She did well until December 
1970 (age 19 years) when she was seen by 
her physician because of complaints of an 
8-kg weight loss, anxiety, hair loss, and a 
rash on the malar region of the face. 
Physical examination showed normal find- 
ings except for faint erythema on the nose, 
malar skin, dorsal aspect of the hands, and 
upper portions of the chest, back, and arms. 
Abnormal laboratory findings included a 
WBC count of 3,400/cu mm; hematocrit 
reading, 31%; hemoglobin concentration, 
10.8 g/dL; a positive antinuclear antibody 
(ANA) reaction; an ESR of 60 mm/hr. 
Urinalysis showed normal findings. A 
diagnosis of SLE was made and treatment 
with weekly injections of adrenocortico- 
trophic hormone was begun. One month 
later, prednisone administration, 40 mg 
daily, was begun with gradual tapering of 
dosage to 15 mg/day. 
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Subsequently, a renal biopsy was per- 
formed that showed membranous glomeru- 
lonephritis. At that time her creatinine 
clearance was 135 mL/min. In September 
1971, she was admitted to the Scripps 
Clinic and Research Foundation. Her 
major complaints included headaches, pro- 
gressive fatigue, worsening of the rash, 
low-grade fever, and ankle edema. There 
was no history of Raynaud’s phenomenon, 
joint pain, or respiratory symptoms. Physi- 
cal examination demonstrated an anxious 
young woman in no acute distress. Pulse 
rate was 84 beats per minute; respirations, 
12/min; and blood pressure, 125/90 mm Hg. 
The skin showed erythematous patches on 
the face, ears, neck, and upper portions of 
the chest, back, shoulders, arms, and dorsal 
aspects of the hands. Scalp hair was thin. 
The buccal mucosa showed four small 
ulcers. Lungs were clear to ausculation. 
The feet, ankles, and legs showed pitting 
edema. Results of cardiovascular examina- 
tion were normal, as were those from the 
remainder of the physical examination. 

Laboratory data included a hematocrit 
reading of 34%; WBC count, 2,734/cu mm; 
platelet count, 132,500. Urinalysis showed 
occasional RBCs with numerous WBCs and 
proteinuria. The BUN level was 31 mg/dL; 
serum creatinine value, 1.1 mg/dL; and 
creatinine clearance, 66 mL/min. The ANA 
reaction was positive (nuclear pattern). 
Electrolyte values were normal. Serum 
protein electrophoresis disclosed hyperal- 
buminemia, hypotransferrinemia, and re- 
active increases in a-globulins. An intrave- 
nous pyelogram and chest x-ray film were 
normal. The SLE was treated with predni- 
sone, 60 mg every day, and hydroxychloro- 
quine, 200 mg three times daily. The edema 
responded to sodium restriction (1,500 mg 
each day) and furosemide, 80 mg twice 
daily. Currently prednisone, 20 mg every 
other day, has controlled the renal disease 
and dermatitis. 

The patient’s family history is meaning- 
ful because her mother died of SLE when 
the patient was 2 years of age. The 
patient’s father died of carcinoma of the 
lung. 


COMMENT 


Since two of us' first reported 
neonatal LE, multiple other cases 
have been described in the literature. 
These are summarized comprehen- 
sively by Vonderheid et al.* Since that 
review, Bremers has presented an 
additional case? Most reports have 
stressed the benign nature of neona- 
tal LE since spontaneous regression is 
the rule. Indeed, this patient did not 
manifest further signs of LE until age 
19 years. Brustein et al have reported 
two children with discoid LE who 
continued to have persistent skin 
lesions at ages 28 and 11 months, 
respectively... Reference was also 
made to persistent serologic abnor- 


malities (positive ANA reaction and 


VDRL test results, and increased ° 


serum IgG, IgA, and IgM levels) in a 


12-year-old patient who had discoid ' 


LE in infancy.*? The biphasié nature 
of this patient's course stimulates 
much speculation regarding the path- 
ogenesis of LE. Since fatal SLE even- 
tually developed in this patient's 
mother 11 months postpartum, one 
might speculate that she had subclini- 
eal LE during the pregnancy. Trans- 
placental transfer of antinuclear anti- 
body has been demonstrated, although 
the causal role of such antibodies in 
the development of LE remains 
obscure. Tuboreticular inclusions 
have been found in both involved and 
uninvolved skin of a neonate with LE.’ 
Although these structures are mor- 
phologically similar to the nucleocap- 
sids of myxoviruses, no virus has as 
yet been isolated from specimens 
containing the inclusions. Nonethe- 
less, the presence of these structures 
keeps alive the possibility of a trans- 
mittable agent from mother to fetus 
as the cause of neonatal LE. 

The second phase of this patient’s 
illness may possibly be viewed as an 
exacerbation of a congenital disorder. 
Because of the long period of inactivi- 
ty, however, the adult phase may be 
simply the expression of LE in a 
genetically susceptible individual. Un- 
fortunately, neonatal and adult com- 
parative data for factors such as ANA 
type, skin immunoflourescence, and 
other serologic factors are not avail- 
able. In spite of the unsolved problems 
of the pathogenesis of neonatal LE, 
one clinical point is manifested by this 
case: patients with neonatal LE, their 
mothers, and their siblings should be 
observed for prolonged periods for 
signs of active disease. 


Morris Ziff, MD, University of Texas Health 
Science Center, Dallas, and Frederick Spong, 
MD, La Jolla, Calif, provided the clinical and 
laboratory data from their files. 
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* Beaded Fluorescence Pattern on 
FTA-ABS Test Associated With Malignancy 


Scott C. Duncan, MD; Harold O. Perry, MD; Arnold L. Schroeter, MD 


K: 


A 


è A beaded pattern of immunofluores- 
cence (IF) occasionally occurs in routine 
FTA-ABS testing. This phenomenon 
strongly correlates with false-positive 
reactions in patients with SLE. We report 
on this IF finding in association with carci- 
noma of the colon. ; 

(Arch Dermatol 115:341-342, 1979) 


he biologic immunofluorescent 

(IF) "beading phenomenon” seen 
in FTA-ABS testing correlates 
strongly with connective tissue dis- 
eases, especially systemic lupus ery- 
thematosus (SLE).' The nature of the 
antibody responsible for this peculiar 
reaction is controversial, but most 
authors agree that an abnormal anti- 
body causes this type of false-positive 
reaction for syphilis. We report on this 
peculiar laboratory finding in associa- 
tion with malignancy. 

Although the FTA-ABS test is high- 
ly specific, false-positive fluorescence 
‘has been reported with rheumatoid 
arthritis, rheumatoid factor, lympho- 
sarcoma with autoimmune hemolytic 
anemia, alcoholic cirrhosis, SLE, preg- 
nancy, vaccination, antinuclear anti- 
bodies,^? discoid lupus erythematosus 
(LE),* drug-induced LE, and narcotic 
addiction.® False-positive results with 
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the FTA-ABS test were less than 1% 
in one large, controlled study.’ 

Recently, interest has been directed 
to a beaded pattern of IF in which 
multiple globules of fluorescence ap- 
pear along the length of the spiro- 
chete, with little or no fluorescence 
between the globules."'" Several ob- 
servers have shown this phenomenon 
to be strongly associated with 
SLE.'*"* In the study reported by 
Kraus et al," the beading persisted 
when different lots of pretested 
serum were used, and the pattern was 
confirmed by testing the same serum 
in another laboratory. 


REPORT OF A CASE 


A 46-year-old woman came to the Mayo 
Clinic after six months of intermittent 
rectal bleeding and weight loss. Procto- 
scopic examination revealed a carcinoma 
15 em from the anal verge. Routine pre- 
operative laboratory testing revealed a 
reactive automated reagin test (ART) to 16 
dilutions, and the FTA-ABS test was reac- 
tive with a beaded fluorescent pattern. The 
patient denied ever having had syphilis or 
any other venereal disease, and she denied 
having extramarital sexual contact. She 
had no signs or symptoms of syphilis or of 
connective tissue disease. A grade 2 locally 
invasive adenocarcinoma of the rectum 
was found at surgical intervention. 

A second ART was reactive to eight 
dilutions, and the repeated FTA-ABS test 
demonstrated the same beaded pattern of 
fluorescence. Two weeks later, the same 
stored serum was retested with the FTA- 
ABS technique and the beaded pattern 
persisted. Determination of total comple- 


ment, rheumatoid factor, antinuclear anti- 
body, antibody screen, cold agglutinins, 
and serum protein electrophoresis showed 
normal or negative values. Carcinoem- 
bryonic antigen measured 2.9 ng/ml on the 
day before the operation and 7.4 ng/ml six 
days afterward (normal value, 5 ng/ml or 
less). 

At the time of this report, 20 months 
after the operation, the tumor had not 
recurred. The ART had become nonreac- 
tive, but the FTA-ABS test remained reac- 
tive with the atypical beaded fluorescent 
pattern. The patient had received no anti- 
biotic therapy. 


COMMENT 


The beaded pattern of IF has been 
observed with disorders other than 
SLE, including scleroderma, dermato- 
myositis, rheumatoid arthritis, and 
mixed connective tissue disease; with 
thyroiditis, latent syphilis, and mitral 
valve disease; and in patients with a 
completely negative history and phys- 
ical examination.""*'" Other authors 
have attributed this phenomenon to 
specific antinuclear antibodies and to 
anti-DNA antibodies.**'' Overwhelm- 
ingly, the most common disorder 
reported with this atypical FTA-ABS 
test pattern is SLE. 

Electron microscopic examination 
of the beading phenomenon produced 
by LE serum samples demonstrated 
that the aggregates of conjugate 
along the treponeme were associated 
with breaks in the double-layered 
outer membrane of the Treponema 
pallidum. This finding suggests that 
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the beading phenomenon is the result 
of the extruded nuclear material of 
treponeme reacting with the antinu- 
clear antibodies of the LE serum." In 
the same study, Strobel and Kraus 
found that the use of fresh trepone- 
mal antigen instead of the commer- 
cially available lyophilized prepara- 
tion eliminated the beading phenome- 
non. Thus, although lyophilization is 
practical for storage and for use of the 
antigen in the laboratory, it could be a 
cause of the beading phenomenon, 
probably as a result of changes of the 
outer coating of the treponeme. 


1. McKenna CH, Schroeter AL, Kierland RR, 
et al The fluorescent treponemal antibody 
absorbed (FTA-ABS) test beading phenomenon 
in connective tissue diseases. Mayo Clin Proc 
48:545-548, 1973. 

2. Cave VG: Fluorescent treponemal antibody 
absorption test. NY State J Med 74:1580-1585, 
1974. 

3. Goldman JN, Lantz MA: FTA-ABS and 
VDRL slide test reactivity in a population of 
nuns. JAMA 217:53-55, 1971. 

4. Shore RN, Faricelli JA: Borderline and reac- 
tive FTA-ABS: Results in lupus erythematosus. 
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5. Monson RAM: Biologic false-positive FTA- 
ABS test in drug-induced lupus erythematosus: 
Report of a case. JAMA 224:1028-1030, 1973. 
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A sonicated treponeme (Reiter) was 
used as the absorbing agent in the 
FTA-ABS test when it was first 
developed. For practical reasons, a 
heat-stable antigenic material of 
Reiter treponeme (sorbent) is now 
used. Recently, by substituting a soni- 
cate for the routinely used sorbent in 
the FTA-ABS test, Wilkinson and 
Johnston" reduced false-positive re- 
sults without reducing sensitivity. 

In our patient, the only abnormal 
antigen detected was the carcinoem- 
bryonic antigen, which was only mild- 
ly elevated near the time of surgical 
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resection of the carcinoma. The role of 
this antigen, if any, in the false- 
positive result of the FTA-ABS test is' 
open to conjecture.. : 

Although the antibody responsible’ 
for the false-positive result"with the 
FTA-ABS test for syphilis may not be 
fully identified or defined, the bead- 
ing phenomenon seems to be consis- 
tent with disorders known to produce 
abnormal antigens. When this labora- 
tory result is reported, the physician 
should be alert to the possibility of 
underlying malignancy as well as 
connective tissue disease. 
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Demodex Granuloma 


Richard I. Ecker, MD, R. K. Winkelmann, MD, PhD 


P 


€ A punch biopsy was done to diagnose 
a progressive pustular facial rash in a 
middle-aged woman. The biopsy speci- 
men disclosed an intact extrafollicular 
Demodex folliculorum, which may be the 
causative organism. A review of 30 cases 
of granulomatous facial lesions from the 
Mayo Clinic indicated that this finding is 
uncommon. 

(Arch Dermatol 115:343-344, 1979) 


he role of Demodex folliculorum 

in various skin disorders has been 
discussed repeatedly in the dermato- 
logic literature. Opinions have ranged 
from belief in the etiologic role of 
Demodex in facial eruptions'? to com- 
plete denial of the parasite as a 
pathogen. In 1972, Grosshans and 
associates? briefly reported on ten 
patients with histologic remnants of 
extrafollieular Demodex and granulo- 
matous infiltration. This report de- 
scribes a case of pustular rosacea with 
histologic findings demonstrating a 
complete extrafollicular Demodex par- 
asite. 


REPORT OF A CASE 


A 50-year-old woman was seen at the 
Mayo Clinic Department of Dermatology 
with a ten-month history of a progressive 
facial rash. The eruption began with small 
pustules on the lower part of the chin and 
upper lip. Over the succeeding months, new 
lesions appeared on the entire lower 
portion of the chin and on the periora! and 
infranasal areas. The only symptom was an 
intermittent burning sensation. Previous 
medications included 5% sulfur ointments, 
erythromycin used topically, acne gels, and 
potent topically applied steroids, including 
fluocinolone cream, betamethasone gel, 
and flurandrenolide cream, with inconsis- 
tent improvement. 

Physical examination showed a papulo- 
-pustular, scaly facial eruption primarily in 
the perioral region, with a few lesions on 
the lower part of the cheeks (Fig 1) and 
minimal eyebrow involvement. Medical 
history and results of physical examination 
were otherwise unremarkable. The impres- 
sion at the time was of perioral dermatitis, 
and biopsy was done to rule out granuloma- 
tous rosacea. Skin scraping was not done. 

Results of the biopsy showed scattered 


lymphohistiocytic infiltrate throughout the 
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upper epidermis, with foreign body giant 
cells. In the area of pronounced granuloma- 
tous infiltration, an intact adult D folliculo- 
rum was observed extrafollicularly (Fig 2). 
Seria! sections showed no evidence of folli- 
eular rupture or debris. The biopsy speci- 
men was read as Demodex granuloma; 
otherwise, the histologic findings were 
consistent with granulomatous rosacea. 
The patient elected to have follow-up care 
done by her home physician. 


REVIEW 


In an attempt to determine if extra- 
follicular Demodex is a common histo- 
logic finding in granulomatous le- 
sions, we reviewed 30 cases of granu- 
lomatous lesions of the face reported 
on from 1965 to 1977 at this institu- 
tion. Fragments of D folliculorum 
were found in only one of 23 consecu- 
tive cases of granulomatous rosacea. 
This case was not clinically different 
from the 29 cases that did not show 
extrafollicular mites. 


COMMENT 


The common human skin mite D 
folliculorum frequently has been asso- 
ciated with many facial dermatoses, 
including papular rosacea, tuberculid 
rosacea of Lewandowsky, and rhino- 
phyma. Ayres and Ayres’ presented 
more than 30 years of observation of 
Demodex-associated disease and ar- 
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gued for two separate forms of 
demodicidosis, which they called "pi- 
tyriasis folliculorum (Demodex)” and 
"aene rosacea (Demodex).” Later, 
Ayres and Mihan, citing cases of 
superficial pustular eruptions of the 
face, alleged that the number of 
Demodex was reduced after successful 
treatment of the lesions. 

The ecology of the Demodex has 
been well described by Spickett.*^ In 
his review of the histology, he stated 
that mites have been seen only in hair 
follicles and sebaceous glands, and he 
left the pathogenicity question unset- 
tled. Robinson* could find no correla- 
tion between response to 3% sulfur 
and the histologic presence of the 
organism in spite of clinical improve- 
ment in his rosacea patients. Marks 
and Harcourt-Webster'" ascribed no 
definite etiologic role to Demodex in 
skin disease in their studies. In a more 
recent review'" of Demodex, no evi- 
dence of extrafollicular disease or 
correlation to the gross condition of 
the skin could be discerned in autopsy 
material from Australian aborigines. 

The concept of the Demodex mite 
producing mammalian skin disease 
has long been advocated. One of the 
best-known examples is the demodec- 
tic mange in dogs, which is character- 
ized by disruption of the follicle and 





Fig 1.—Papulopustular facial lesions primarily involving perioral region. 
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Fig 2.—Left, Scattered lymphohistiocytic infiltrate with focus around intact Demodex (hematoxylin- 
eosin, original magnification X 100). Right, Demodex surrounded by dense lymphohistiocytic 
infiltrate outside apparently intact follicle (hematoxylin-eosin, original magnification x 250). 


an intense inflammatory response, 
with the mite found lying free in the 
dermis. This histologic picture was not 
reported in man until the review by 
Grosshans and associates’ of 53 cases 
of granulomatous rosacea. They re- 
ported ten biopsy specimens showing 
intact or fragmented Demodex sur- 
rounded by intense granulomatous 
reaction, including histiocytes, necro- 
sis, and Langhans' giant cells. Pinkus 
and Mehregan" illustrated a demo- 
dectic remnant in granulomatous ro- 
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sacea and concurred that demodicido- 
sis is a distinct pathologic process. 

Of interest in our patient is the 
clinieal appearance of perioral papules 
and pustules similar to the rosacea- 
like demodicidosis of the face reported 
by Ayres and Mihan.' Our case differs 
by demonstrating intact Demodex 
extrafollieularly, with prominent 
granulomatous reaction but without 
apparent follicular rupture. This ob- 
servation is rare in routine tissue at 
this institution. 
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In multiple overt and 
surrounding subclinical sole 


keratoses E- 


6/22/72—Prior physical 
examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
topical applications 

of Efudex (fluorouracil) 
5% Cream. 
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7/27/72—During the 
month following initiation 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


9/14/72—The patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 





7 Efudex (fluorouracil 


offers a predictable sequence 
of therapeutic response 


E Efudex provides a cosmetically satisfying alternative 


to conventional therapy. Incidence of scarring is low, of par- 
ticular importance when treating multiple facial lesions. 

li Ffudex therapy is convenient, effective and has shown 
a high degree of safety. .. systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 


t 5% STRENGTH INDICATED 
FOR SUPERFICIAL 
BASAL CELL CARCINOMA 


Management of superficial basal cell 


carcinoma is often complicated by mul- 
tiple lesions which may extend over 
large areas of the body. Conventional 
treatments such as surgical or radiation 
therapy are still preferred for single 


lesions or those in easily accessible 
locations. However, topical chemo- 
therapy with Efudex (fluorouracil) 596 
can be used for the treatment of multiple 
superficial lesions as well as for difficult 
treatment sites. Although during treat- 
ment with Efudex the lesions and some 
of the surrounding skin may become in- 
flamed and blistered temporarily, final 
results are cosmetically gratifying. 





Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conven- 
tional methods are impractical, such as with multiple le- 
sions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in 
other types of basal cell carcinomas. Conventional tech- 
niques preferred for isolated, easily accessible lesions, as 
Success rate is nearly 10096. Success rate with Efudex is 
about 93%. 

Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: If occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 


Efudex 


5% Cream, 290and 
- fluorouracil/Roche 


5% Solutions 
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THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 
LE 


longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 
Precautions: If applied with fingers, wash hands ìm- 
mediately. Apply with care near eyes, nose and mouth 
Solar keratoses failing to respond should be biopsied. Warn 
patients that treated area may be unsightly during therapy 
and sometimes for several weeks after. Perform follow-up 
biopsies in superficial basal cell carcinoma. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness, tenderness, suppuration, 
scaling and swelling. Also reported—insomnia, stomatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 
ranulation and eosinophilia. 

sage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration, 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas—apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice daily. Continue 
treatment for at least 3 to 6 weeks, but possibly as long as 
10 to 12. 
How Supplied: Solution, 10-ml drop dispensers containing 
2% or 5% fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 5% fluorouracil in a vanishing 
cream base. 
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Nutley, New Jersey 07110 


Poor Samson, wrists cfiained to the wall, im 
stood silent, not moving at all, ° : 
wfien suddenly an itch 
caused the strong man, to twitch, 
and tfiat caused the temple to fall. 
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For itching and redness due to inflammation caused by corticosteroid-responsive dermatosis 


Cordran works 


flurandrenolide & & 








Please see adjoining column for summary of prescribing information. 
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Cordran* and Cordran® SP 
flurandrenolide 


‘Cordran® Tape : 


a 


— 


flurandrenolide fape 


Brief Summary. Consult the package literature 
for prescribing information. 


Description: Cordran is a potent corticosteroid 
intended for topical use. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. 

Evaporation of water from the lotion vehicle 
produces a cooling effect often desirable in treat- 
ment of acutely inflamed or weeping lesions. 

The tape serves as both a vehicle and an occlu- 
Sive dressing and its retention of insensible 
perspiration results in hydration of the stratum 
corneum and improved diffusion of the medica- 
tion. The skin is protected from scratching, rub- 
bing. desiccation, and chemical irritation. The 
tape acts as a mechanical splint to fissured skin, 
and since it prevents removal of the medication 
by washing or the rubbing action of clothing, it 
provides a sustained action. 


Indications: For relief of the inflammatory mani- 
festations of corticosteroid-responsive derma- 
toses. Cordran Tape is indicated particularly for 
dry, scaling localized lesions. The lotion form is 
especially advantageous in the treatment of 
acutely inflamed lesions. 


Contraindications: Topical corticosteroids are 
contraindicated in patients with a history of hyper - 
sensitivity to any of the components of these 
preparations. 

Use of Cordran Tape is not recommended for 
lesions exuding serum or in intertriginous areas. 


Precautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, an appropriate 
antifungal or antibacterial agent should be used. 
If a favorable response does not occur promptly, 
the corticosteroid should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid, and suit- 
able precautions should be taken, particularly in 
children and infants. 

Although topical corticosteroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. In 
laboratory animals, increases in incidence of fetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 
costeroid formulations: acneform eruptions, 
allergic contact dermatitis, burning, dryness, fol- 
liculitis, hypertrichosis, hypopigmentation, irrita- 
tion, itching, perioral dermatitis. 

The following may occur more frequently with 
occlusive dressings (such as Cordran Tape): 
maceration of the skin, miliaria, secondary infec- 
tion, skin atrophy, striae. 

In addition, the tape vehicle may cause purpura 
and stripping of the epidermis. 


Administration and Dosage: For moist lesions a 
small quantity of the cream or lotion should be 
rubbed gently into the affected areas two or three 
times a day. For dry, scaly lesions, the ointmentis 
applied as a thin film to affected areas two orthree 
times daily. 

Replacement of the tape every 12 hours pro- 
duces the lowest incidence of adverse reactions, 
but it may be left in place for 24 hours if it is well 
tolerated and adheres satisfactorily. When neces- 
sary, the tape may be used at nighttime only and 
removed during the day. 

If ends of thetapeloosen prematurely, they may 
be trimmed off and replaced with fresh tape. 
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Review Article 


Photoimmunology 


Warwick L. Morison, MD; John A. Parrish, MD; John H. Epstein, MD 


hotoimmunology is the study of 

the effects of nonionizing radia- 
tion on normal and abnormal immune 
function, a meeting point of the fields 
of photobiology and immunology. The 
area is of interest to dermatologists 
for several reasons: most nonionizing 
radiation that reaches the immune 
system traverses the skin; a number 
of photobiological disorders of the 
skin are thought to have an immune 
basis; dermatologists largely control 
therapeutic exposure to nonionizing 
radiation; and dermatologists see 
many of the undesirable effects of 
environmental exposure to such radia- 
tion and some of these may have an 
immune pathogenesis. 

Until recent years, most basic 
research in photoimmunology has 
been concerned with the effects of 
UVC (254 nm) radiation in vitro. It 
has been demonstrated that such radi- 
ation can influence the function of 
antibodies, decrease the viability and 
alter the function of lymphocytes, and 
increase the antigenicity of DNA. 
Recently, a few reports have been 
published on the in vivo effects of 
UVC radiation on immune function 
and the influence, both in vivo and in 
vitro, of other wavelengths of nonion- 
izing radiation. 

The advent of successful photo- 
chemotherapy in mycosis fungoides, 
eczema, and vitiligo, as well as 
renewed interest in phototherapy, 
raises the question of what effect, if 
any, these modalities may have on the 
immune system. A suggested advan- 
tage of these treatments is that their 
effect is limited to the skin, but this 
may not be entirely true. The immune 
system is well represented in the 
dermis with antibodies, lymphocytes, 
macrophages, and mast cells in the 
tissue spaces and vessels, while the 
Langerhans’ cell of the epidermis has 
recently been shown to have a role in 
immune function. UVB (290 to 320 
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nm) and UVA (820 to 400 nm) radia- 
tion, the wavelengths most commonly 
used therapeutically, penetrate to all 
these structures and therefore could 
influence them directly. Alternative- 
ly, these radiations could release 
mediators in the skin, and these could 
produce changes in distant elements 
of the immune system. 

The influence of nonionizing radia- 
tion on various aspects of the immune 
system and on immune responses in 
health and disease will be discussed 
separately, but of course some overlap 
is inevitable. 


ANTIGEN FORMATION 


Nonionizing radiation can affect 
the antigenicity of molecules and the 
most thoroughly studied example is 
DNA. Native DNA is a weak antigen, 
but exposure to UVC radiation alters 
the molecule so that it becomes a 
strong antigen.’ Injection of UV-irra- 
diated DNA (UV-DNA) into rabbits 
results in the production of an antise- 
rum with specificity for UV-DNA.'* 
The antigenic determinants in UV- 
DNA are photoproducts of thymine, 
most likely thymine dimers.'^* UV- 
DNA is produced in vivo and the 
action spectrum for its production 
extends at least from 254 nm to 320 
nm.* One study failed to demonstrate 
this effect with a radiation source 
having an emission spectrum of 290 to 
400 nm* but the UVA spectrum has 
not been investigated further. UV- 
DNA is not only produced in vivo, but 
there is evidence that it can stimulate 
the production of antibodies. Expo- 
sure of mice to UVC radiation 
resulted in the appearance of an 
antinuclear antibody that reacted 
with UV-DNA and nonirradiated 
DNA: while antibodies with specifici- 
ty for UV-DNA have been detected in 
the sera of some patients with 
systemic lupus erythematosus (SLE).’ 
These findings suggest the possibility 
that environmental or therapeutic 
exposure to UV radiation may result 
in a similar antigenic alteration of 
cellular DNA and lead to the produc- 
tion of an antinuclear antibody 
(ANA). This may also be the mecha- 
nism involved in the sun-induced 
precipitation of SLE. Psoralens inter- 
calate into DNA and subsequent expo- 


sure to UVA radiation results in the 
formation of photoadducts. Recently, 
a specific antiserum to such a psoral- 
en-DNA photoadduct was produced in 
rabbits, demonstrating that the prod- 
ucts of the action of PUVA on DNA 
can be antigenic.* The clinical signifi- 
cance of all these studies is, at present, 
unknown. Patients with SLE do not 
show a correlation between a history 
of photosensitivity and the presence 
of serum antibodies to UV-DNA,*'* 
and there are no reports of PUVA 
triggering SLE or the development of 
an ANA, but this remains as a theo- 
retical possibility. 

Evidence that the immunogenicity 
of other molecules can be altered by 
nonionizing radiation is less direct. In 
patients with pemphigus and pem- 
phigoid, new lesions can be produced 
in uninvolved skin by exposure to UV 
radiation, and the development of the 
lesions is associated with the deposi- 
tion of immunoglobulin and comple- 
ment." One explanation for this 
phenomenon is that the radiation 
induces the local formation of an anti- 
gen that then reacts with circulating 
antibody and complement. Antigen- 
antibody reactions appear to be 
responsible for some cases of solar 
urticaria as evidenced by positive 
reversed-passive transfer reactions 
with serum from such patients. It is 
reasonable to hypothesize that the 
antigen involved in this reaction is a 
photoproduct resulting from the expo- 
sure to nonionizing radiation, but the 
nature of this antigen has not been 
determined. Finally, induction of new 
antigens may well be the underlying 
mechanism of the persistent light 
reactor state that frequently follows a 
photoallergic reaction to tetrachloro- 
salicylanilide (TCSA) and other pho- 
toallergens. An in vitro study sug-* 
gested that TCSA sensitizes the 
photo-oxidation of histidine in human 
serum albumin, giving rise to an 
altered molecule.? Similar structural 
alteration of the carrier protein by the 
photohapten during the course of a 
photoallergic reaction may provide a 
perpetual source of antigen to main- 
tain the photosensitivity of the persis- 
tent light reactor. Although much 
work remains to be done in this area, 
this would appear to be an interesting 
possibility. 


T 
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_ ANTIBODY FUNCTION | 
In 1905, Fleischmann demonstrated 
that the precipitin reaction of anti- 
bodies could be abolished by exposure 
of antisera to UVC radiation in 
vitro. Over the, next 50 years, various 


* activities of antibodies were shown to 


be reduced or’ abolished by in vitro 
exposure of immune sera to UVC radi- 
ation, and this effect appears to be 
due to the formation of complexes 
between antibodies and other serum 
proteins.* Solar UVC radiation does 
not reach the earth’s surface and the 
exposure times in these studies were 
extremely long (six to 12 hours) so 
that it seems unlikely that these 
effects on antibodies have much rele- 
vance to the in vivo actions of radia- 
tion. However, it is possible that the 
longer and more penetrating wave- 
lengths of UV radiation could alter 
proteins photochemically and in- 
fluence antibody function; this area 
warrants further investigation. 


LYMPHOCYTES 


Pappenheimer in 1917 examined the 
effect of nonionizing radiation on 
lymphoid cells.'^ Viability of cells, as 
indicated by their failure to exclude 
trypan blue, was decreased following 
exposure to sunlight in the presence of 
the photosensitizer, hematoporphyrin. 
Since then, other studies have exam- 
ined the effect of UV radiation on the 
viability of lymphocytes in vitro and 
found that the reduction in viability 
was dependent on the dose of radia- 
tion'^ and the wavelength"; UVC was 
more toxic than UVB, which in turn 
was more toxic than UVA. The addi- 
tion of psoralens greatly increased the 
toxicity of UVA radiation as mea- 
sured by inhibition of the prolifera- 
tive response of cells to mitogens.'*-?° 
Subpopulations of lymphocytes varied 
in their sensitivity to UVC radiation, 
T lymphocytes were more sensitive 
than B lymphocytes," but the sensi- 
tivity of these two subpopulations to 
UVB radiation was similar. Lympho- 
cyte functions also showed varying 
susceptibility to UVC radiation in 
vitro. The proliferative response to 
antigens (allogeneic cells and Candi- 


* da) was more sensitive to radiation 


than cell-mediated lympholysis and 
the production of macrophage inhibi- 
tory factor.” 

The mechanism of these effects is 
not clear. Unscheduled DNA synthe- 
sis, thought to represent repair syn- 
thesis, occurs in lymphocytes after 
exposure to UVC, and this repair 
synthesis is essentially complete after 


` six hours.? An alteration in the cell 


membrane has been observed follow- 
ing exposure of lymphocytes to UVC 
radiation, and it was suggested that 


poms 
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this may be responsible for the reduc- 
tion in cell viability. The relative 
importance of the effects on the cell 
membrane and DNA in terms of the 
viability of the cells is unknown and, 
furthermore, it is quite possible that 
damage occurs at other sites within 
the cell. The action of other wave- 
lengths at a cellular level has not 
been studied. 

Over the past few years, some inter- 
est has been shown in the in vivo 
effects of radiation on lymphocyte 
function. Single whole-body exposure 
of humans to erythemogenie doses of 
UVB radiation resulted in a decrease 
in the proportion of circulating E 
rosette-forming cells, an increase in 
the proportion of null cells, and a 
decreased incorporation of tritiated 
thymidine by lymphocytes following 
stimulation by phytohemagglutinin.” 
These effects were short lived and all 
measurements returned to baseline 
values within 72 hours after exposure. 
In one study, the percentage of circu- 
lating E rosette-forming cells was 
decreased in patients during the 
initial phase of a course of psoralens 
and UVA (PUVA) therapy but re- 
turned to pretreatment levels while 
therapy was continued.” However, in 
another study” no alteration in the 
proportion or number of circulating E 
rosette-forming cells was detected 
during a complete course of PUVA 
therapy for psoriasis, although there 
was an early but reversible depression 
of the response of lymphocytes to 
stimulation by phytohemagglutinin. 
Synthesis of DNA in circulating 
lymphocytes was also decreased im- 
mediately following single exposures 
to PUVA.” Although exposure of 
lymphocytes to psoralens and subse- 
quent exposure to UVA in vitro 
produced an increase in the number of 
sister chromatid exchanges,*?" such 
an effect was not found after in vivo 
exposure to PUVA.” These studies 
indicate that lymphocytes are af- 
fected in vivo by exposure to UV 
radiation, with and without the addi- 
tion of photosensitizers, but it is too 
early to judge the exact significance 
of the findings. Theories involving 
effects on the cell membrane, viabili- 
ty, metabolism, DNA, and the migra- 
tion patterns of lymphocytes could all 
be invoked to explain the phenomena 
observed, and much more work is 
required to determine exactly which 
aspects of lymphocyte function are 
being affected. Furthermore, whether 
radiation affects lymphocytes directly 
or via a mediator is unknown. 


MAST CELLS 


The effects of nonionizing radiation 
on mast cells have only been examined 


in a few studies and the observations 


have been limited mainly to morpholo- 
gy rather than function. Exposure of 
mice to UVC radiation produced 
partial degranulation, edema of the 
cytoplasm, and hypertrophy of the 
endoplasmic reticulum of mast cells.?? 
These changes were reversible, and 
the time course was similar to that of 
the delayed erythemal response. In 
vivo exposure to UVA radiation had a 
similar effect on the mast cells in rats 
but, as might be expected, more ener- 
gy of this longer wavelength was 
required to induce the changes." In 
vitro sensitization of rat mast cells 
with hematoporphyrin and subse- 
quent exposure to sunlight resulted in 
a loss of basophilia and the release of a 
vasodilating substance, which was 
probably not histamine.** Perhaps the 
most important message to be 
gleaned from these studies is that 
mast cells, at least in rodents, are 
affected by nonionizing radiation. 
Unfortunately, further studies of the 
effects of radiation have not been 
performed, although our knowledge of 
mast cell function recently has been 
expanding at a rapid rate; mediators 
released by mast cells modulate 
immune responses and radiation may 
well influence such responses by a 
direct effect on these cells. 


EFFERENT IMMUNE RESPONSES 


The effect of nonionizing radiation 
on immune responses in the sensitized 
subject has received scant attention 
from researchers. Two reports indi- 
cate that such radiation can affect 
these responses and, in the absence of 
any negative information, there 
would appear to be ample scope for 
further work. UVB radiation was 
found to decrease, but not abolish, the 
response to a challenge dose of dini- 
trochlorobenzene (DNCB) in guinea 
pigs sensitized to that contact aller- 
gen.” In another study, UVC radia- 
tion decreased the response to an 
intradermal injection of streptoki- 
nase/streptodornase antigen in a sin- 
gle human subject. In both studies 
the observed effects followed local 
exposure to radiation and a systemic 
effect was not detected. The inhibi- 
tion reported may have been due to an 
action of nonionizing radiation on 
effector elements of the immune 
system, or it may have been due to an 
effect on nonimmunological compo- 
nents of the inflammatory response. 


GENERAL 
IMMUNE RESPONSIVENESS 


In the early part of this century, 
there was considerable interest in the 
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beneficial effects of UV radiation in a 
variety of disease states. Both artifi- 
cial sources of radiation and sunlight 
were used in the treatment of tuber- 
eulosis (both eutaneous and systemic) 
and pertussis and in the prevention of 
respiratory tract infections. The 
methodology in some of the studies 
was perhaps not ideal, but in others 
controls were included and positive 
results were reported. Weekly expo- 
sures to a mildly erythemogenic dose 
of UV radiation decreased the inci- 
dence of respiratory tract infections 
during the winter months in one 
group of adults as compared with a 
control group.” Children given a much 
larger dose of radiation, however, had 
a similar incidence of such infections 
as did the control population. In 
rabbits, pigs, and, to a lesser extent, in 
man a single exposure to an erythe- 
mogenic dose of UV radiation resulted 
in an increase in the bactericidal 
capacity of serum and leukocytes for 
both streptococci and staphylococci.** 
Except in the USSR, studies of this 
type have not been repeated or 
extended in recent years, but in that 
country there is considerable interest 
in the beneficial effects of UV radia- 
tion in both health and disease.** 
Regular exposure of several thousand 
children to UV radiation during the 
winter months was claimed to have a 
beneficial effect, mediated via the 
immune system, but equally, with our 
present state of knowledge, any 
observed effects could have been due 
to nonspecific influences on other 
organ systems. 


PHOTOIMMUNOLOGY AND 
DISEASE 


Photobiology and immunology ap- 
pear to be linked in the pathogenesis 
of a number of diseases. However, 
although the photobiological aspects 
of these conditions have been explored 
in depth, the immunological features 
have received less attention. 


Solar Urticaria 


Solar urticaria is an uncommon 
photodermatosis in which an urticar- 
ial reaction appears shortly after 
exposure to the appropriate spectrum 
of nonionizing radiation. The action 
spectrum varies between cases, and a 
classification has been suggested 
based on the action spectra and asso- 
ciated features. According to this 
classification, two of the eight varie- 
ties of solar urticaria have features 
that suggest an immunological patho- 
genesis. The main evidence for this 
suggestion is that urticarial reactions 
occur following injection of the pa- 
tient’s serum into normal subjects and 
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subsequent irradiation of the injec- 
tion site (a positive passive transfer 
reaction). In one of the two varieties, 
that triggered by wavelengths shorter 
than 320 nm, passive transfer of 
serum gives a positive reaction even if 
exposure to radiation precedes the 
injection (a positive reversed passive 
transfer reaction). This observation 
eliminates the possibility of the reac- 
tion being due to a  phototoxiec 
substance in the serum and strength- 
ens the immunological theory of the 
pathogenesis. Presumably the serum 
factor is an antibody that reacts with 
a normal constituent of the skin after 
that constituent has been rendered 
antigenic by exposure to radiation. 
The nature of the antibody has been 
studied and it has some features of a 
reaginic antibody." 

The other variety of solar urticaria, 
characterized by a positive passive 
transfer reaction, is triggered by visi- 
ble radiation. Cases in this group give 
a negative reversed passive transfer 
reaction. A possible explanation for 
this has recently been found during 
the investigation of a patient.*? When 
the patient’s serum was irradiated 
and then injected back into the 
patient, an urticarial reaction devel- 
oped, whereas the injection of the 
same irradiated serum into a normal 
subject did not produce a reaction. The 
investigators concluded that, in the 
latter case, all available antibody in 
the serum had reacted with the anti- 
gen. Injection of irradiated normal 
serum did not produce a reaction in 
the patient. These findings suggest 
that the antigen is a photoproduct 
formed from an abnormal constituent 
in the patient’s serum. 

In solar urticaria, therefore, there is 
evidence that some cases have an 
immunological basis, there are prelim- 
inary data on the nature of the anti- 
body, but there is no information on 
the nature of the antigen and, of 
course, the pathogenesis of most cases 
is completely unknown. 


Polymorphic Light Eruption 


Polymorphic light eruption (PMLE) 
may be defined as a delayed abnormal 
response to electromagnetic radiation 
that appears two hours to five or more 
days after exposure and lasts for days 
or weeks. Using this definition, it is 
quite possible that more than one 
condition is included under the label. 
Several features suggest an immuno- 
logical pathogenesis: the reaction time 
for appearance of the eruption is 
delayed; a perivascular lymphocytic 
infiltrate is a constant feature of the 
histology; the rash can develop at 
nonexposed but previously involved 
sites following sun exposure; and, in 


TLP A. ata) zy n . x a X ra Et V. WT See 
some patients, solar urticaria and | 


PMLE occur in association. These 
observations led to the suggestion 
that PMLE was an "allergic" reaction 
to sunlight exposure.**** Duke, in 
1926, mentioned three patients who 
possibly had the combination of solar . 
urticaria and PMLE,* and he sug- 
gested that a substance formed in the 
tissues under the influence of sun 
exposure was responsible for their 
allergie reactions to subsequent light 
exposure. Epstein, in 1942,** reported 
positive passive transfer reactions 
using serum from patients with 
PMLE, and he thought that an anti- 
gen-antibody reaction was involved in 
the pathogenesis of the condition. 
However, a subsequent study” of 13 
cases of PMLE found negative passive 
transfer reactions in all cases. The 
condition could not be transferred 
using peripheral blood leukocytes, 
although the details of the technique 
were not given.** 

The possibility of an autoimmune 
process also has been explored. It has 
been suggested that PMLE belongs to 
the same clinieal spectrum as SLE, 
and that up to a third of patients with 
PMLE have a positive ANA.** Other 
studies have examined this associa- 
tion and found that a positive ANA is 
not a feature of PMLE,” that the LE 
cell test gives negative results," and 
that examination of skin biopsy speci- 
mens by direct immunofluorescence 
does not disclose deposits of immuno- 
globulins.??»? Elevations of the serum 
IgE and IgM levels also have been 
reported," but this has not been a 
constant finding.*? 

Lymphocyte function in patients 
with PMLE has been another area of 
interest. Following exposure to UV 
radiation in vitro, lymphocytes from 
patients with PMLE differed from 
control lymphocytes by having a high- 
er level of S-phase DNA synthesis and 
RNA synthesis, a lack of unscheduled 
DNA synthesis, and a greater re- 
sponse to stimulation by phytohemag- 
glutinin.**^ However, a similar study 
by another group failed to support 
these findings. Leukocytes from pa- 
tients with PMLE also have been 
reported to be unresponsive to stimu- ' 
lation by homogenates of patients’ 
irradiated and nonirradiated skin in 
an in vitro assay." 

What do all these diverse observa- 
tions mean? Polymorphic light erup- 
tion is a poorly defined condition(s) 
with some clinieal and histological 
features that suggest an immune 
pathogenesis, but, to date, there is no 
basic scientific evidence to support 
this hypothesis. However, immunolo- 
gy is rapidly advancing, and there are 
many new techniques that could be 
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. applied to the study of this condi- 


tion. 
Photoallergy 


Photoallergic reactions have been 
reported: following external contact 


. with a wide variety of chemical agents 


and the subject has been well 
reviewed.'*5*5* Contact photoallergy 
is broadly analogous to allergic con- 
tact dermatitis clinically and histolog- 
ically and also probably involves simi- 
lar immune mechanisms. Eczema is 
the most common clinical presentation 
of contact photoallergy, and a dense 
perivascular lymphocytic infiltrate in 
the dermis is the characteristic histo- 
logical finding. There is good, but not 
conclusive, evidence to support an 
immune pathogenesis of a cell- 
mediated nature: photopatch testing 
gives positive delayed responses in 
most cases, but such responses cannot 
always be clearly distinguished clini- 
cally from phototoxic reactions; con- 
tact photoallergy to a number of 
agents has been induced in guinea 
pigs" and in man*^*' the reaction 
has been passively transferred using 
mononuclear cells®; and sensitivity of 
leukocytes has been detected to pro- 
tein-bound photoproducts of two pho- 
toallergens using in vitro correlates of 
cell-mediated ^ immunity.9*5* ^ The 
methodology in some of these studies 
has attracted reasonable criticism,? 
and further investigations are neces- 
sary before a cell-mediated immune 
pathogenesis for contact photoallergy 
can be fully accepted. The mechanism 
by which nonionizing radiation in- 
duces a photoallergic reaction is not 
clear and there are two hypotheses. 
One theory is that the contact photoal- 
lergen is a prohapten and that a stable 
photoproduct, resulting from expo- 
sure of the chemical to radiation, is 
the hapten that then combines with a 
carrier protein. According to the other 
theory, the photoallergen is the hap- 
ten and the radiation mediates its 
binding to the carrier protein, perhaps 
via the formation of free radicals. 
Probably both mechanisms, and per- 
haps others, apply in different cases. 
Systemic photoallergy, a photoaller- 
gic reaction following systemic ad- 
ministration of a chemical agent, is a 
very confused area. A variety of 
substances have been reported to 
cause this type of reaction, but the 
evidence for involvement of the 
immune system has been restricted to 
clinical and histological criteria of an 
allergic reaction and, at times, the 
finding of a positive photopatch test 


` reaction to the agent. Such criteria 


often do not permit the exclusion of 
phototoxicity as a diagnosis and are 
certainly not strong evidence for an 
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immunological mechanism. Therefore, 
although it would seem very likely 
that systemic photoallergy does exist, 
there is no conclusive evidence to indi- 
cate that a systemically administered 
chemical has ever caused photosensi- 
tivity by way of an immunological 
mechanism. Interestingly, the photo- 
biological investigation of many of 
the reported cases has been very 
complete and a similar detailed immu- 
nologieal study of such patients proba- 
bly would be a fruitful area of 
research. 

Photoallergic reactions are at times 
followed by a long-lasting sensitivity 
to nonionizing radiation, the so-called 
persistent light reaction. An immuno- 
logical basis for this reaction has not 
been established but would seem very 
likely. Most interest has centered on 
identifying the antigen responsible 
for the reaction. Theories have been 
advanced for the persistence of small 
amounts of the antigen in the skin 
over many years,** continued exposure 
to the antigen from unrecognized 
sources,” and alteration of the immu- 
nogenicity of a normal body constit- 
uent.* This latter concept would 
appear most likely, and recently some 
evidence has been presented to sup- 
port it with the demonstration that 
albumin can be altered by an oxida- 


tion reaction in the presence of 
TCSA.” 


Photocarcinogenesis 


It is generally accepted that chronic 
exposure to UV radiation is a major 
factor in the development of most 
basal and squamous cell carcinomas of 
the skin in man. The role of the 
immune system in this pathogenesis 
of nonmelanoma skin cancer has 


attracted increasing attention in re- 


cent years. In animals the immune 
system appears to be centrally in- 
volved in experimental photocarcino- 
genesis, and some limited studies and 
observations suggest that altered im- 
mune function may be a factor in the 
initiation and growth of these tumors 
in man. 

Tumors induced by exposure to 
UVB radiation in mice were shown to 
have tumor-specific antigens and to 
be highly antigenic so that such 
tumors usually do not grow in 
syngeneic recipients.'^ Chronic expo- 
sure of mice to UVB radiation 
produced a specific, systemic altera- 
tion of immune function so that the 
animals were unable to reject a UVB- 
induced tumor from syngeneic mice 
and yet did not show evidence of 
general systemic immunosuppres- 
sion." This tolerance appeared long 
before the animals themselves devel- 
oped tumors and was mediated by the 





generation of suppressor cells, proba- 
bly T lymphocytes," that influenced 
the induction of a tumor rejection 
response.” The generation of suppres- 
sor lymphocytes was probably ini- 
tiated by a photoproduct, produced in 
skin by exposure to UVB radiation.” 
From these observations, a working 
hypothesis is that mice have an 
immune mechanism aimed at prevent- 
ing the development of UV-induced 
tumors and that exposure to UVB 
radiation can overcome this mecha- 
nism and permit the initiation and 
growth of highly antigenic tumors. 
According to this hypothesis, photo- 
carcinogenesis is a two-stage process 
with a UV-induced alteration in 
immune function being essential for 
the expression of UV-induced neopla- 
sia. Nonspecific immunosuppression 
also has been found to influence the 
development of UV-induced tumors in 
mice. Administration of azothioprine" 
and antilymphocyte serum’ in addi- 
tion to UV radiation resulted in 
tumors appearing earlier and in 
greater numbers in the treated groups 
as compared with the control groups 
that received radiation alone. 

In man, investigation of the role of 
immunity in the development of UV- 
induced neoplasia lags far behind the 
work in animals. There are few stud- 
ies of the antigenicity of squamous 
and basal cell carcinomas, and only 
antigen deletion has been observed. 
Epidermal antigens were altered in 
such tumors. Both intercellular and 
basement membrane antigens were 
absent or less readily detected by 
immunofluorescent techniques.'*-*^ 
Similar apparent antigen deletion has 
been observed during the develop- 
ment of UV-induced neoplasia in 
animals." Neoplastic change presum- 
ably was responsible for this antigen 
deletion. However the possibility that 
antigenic sites are masked rather 
than truly deleted must be consid- 
ered.* Whether neoplasia can induce 
the appearance of new tumor antigens 
in man also is unknown. One study 
indicated that squamous cell carcino- 
mas were antigenic by finding a 
specifie humoral and cell-mediated 
immune response by the host in in 
vitro assays.? Whether such a re- 
sponse aids in preventing the develop- 
ment of neoplasia is not known, but a 
few clinieal and experimental obser- 
vations provide a partial answer to the 
question. An increased incidence of 
nonmelanoma skin cancer on sun- 
exposed sites of the body has been 
observed in renal transplant recipi- 
ents receiving immunosuppressive 
agents on a long-term basis,**-** sug- 
gesting that a general and nonspecific 
decrease of immune responsiveness 
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favors the development of these 


tumors. An inverse correlation has 
been found between the size of squa- 
mous and basal cell carcinomas and 
both the degree of lymphocytic infil- 
tration of the tumors and the circulat- 
ing number of T lymphocytes.** This 
could be interpreted as indicating that 
immune responses are involved in 
limiting the growth of the tumors, but 
equally it could be postulated that the 
tumors produce a lymphocytotoxic 
substance and the amount produced is 
a function of the size of the tumor. A 
defect of cell-mediated immune re- 
sponses has been reported in four 
patients with xeroderma pigmento- 
sum.” The evidence for the defect 
was negative delayed hypersensitivity 
skin test results, a failure of DNCB 
sensitization, and a low response of 
lymphocytes to stimulation by mito- 
gens; a serum factor was thought to be 
responsible for the decreased response 
to mitogens. These observations 
merely provide evidence for another 
defect in patients with xeroderma 
pigmentosum, and further studies are 
necessary to establish a link between 
the immune defect and the propensity 
of such patients for the development 
of UV-induced neoplasia. Also, it 
should be noted that prolonged admin- 
istration of relatively small amounts 
of such drugs as methotrexate for 
psoriasis in general is not responsible 
for increased skin cancer formation in 
humans,” though observations to the 
contrary have been reported. Of 
interest, long-term, low-dose adminis- 
tration of mercaptopurine, predni- 
sone, methotrexate, and hydroxy- 
urea% did not accelerate and, under 
certain circumstances, retarded pho- 
tocarcinogenesis in experimental ani- 
mals. These findings may indicate 
that the low-dose therapy did not 
produce substantial immunosuppres- 
sion. However, the possibility that the 
larger amounts of such drugs may 
accelerate cancer formation through 
nonimmune mechanisms must be con- 
sidered. 

All these studies in man are prelim- 
inary and, at most, suggest that the 
immune system may be involved in 
the initiation and development of UV- 
induced neoplasia. Much more work is 
required to establish that there is a 
specific immune response to such 
tumors and, perhaps more important, 
that suppression or expression of such 
a response is an important component 
in the development of the neoplasia. 


THE FUTURE 


Knowledge of photoimmunology 
mainly consists of isolated observa- 
tions with only a few concerted 
attempts at a thorough exploration of 
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a problem. Photocarcinogenesis in 


animals and the immune responses to 
UV-DNA are examples where the 
threads of a developing picture can be 
discerned, but in most other instances 
only one or two unconnected facts are 
known, and much work must be done 
to put those facts into some perspec- 
tive. A basic problem in many studies 
has been the imbalance between the 
quality and extent of photobiological 
and immunological investigation and 
nowhere is this more apparent than in 
the case of diseases such as solar urti- 
caria, PMLE, and photoallergy. The 
photobiology of these conditions has 
received much attention and is, at 
least, partially understood, but the 
immunological aspects have been so 
neglected that it is stil not fully 
established that immune mechanisms 
are involved. However, this situation 
is likely to change as increasing inter- 
est develops in this area of research 
and more basic observations are made 
at a cellular and molecular level. 
Perhaps the main reason for the 
burgeoning interest in photoimmunol- 
ogy is the greatly increased use of 
nonionizing radiation in the therapy 
of both cutaneous and noncutaneous 
disease. Coupled with this increased 
use is a growing awareness of our 
almost total lack of knowledge of the 
mechanism by which such radiation 
produces a beneficial effect in disease. 
For example, it was first suggested 
that PUVA was beneficial in psoriasis 
because it inhibited DNA synthesis 
and was thus cytotoxic for the rapidly 
proliferating cells found in this dis- 
ease. However, although this hypothe- 
sis may be true, it is difficult to use 
the same theory as an explanation for 
the beneficial effects of PUVA in 
vitiligo, eczema, and mycosis fun- 
goides, which are not characterized by 
a high turnover of cells. The pathogen- 
esis of these three conditions possibly 
involves immune mechanisms, and an 
examination of the effects of PUVA 
on immune function may be more 
rewarding for an understanding of 
how PUVA works. Furthermore, 
there is increasing evidence that the 
pathogenesis of psoriasis may be 
based on an abnormality of immune 
function so that it is not inconceivable 
that PUVA influences all diseases via 
an effect on the immune system. 

The introduction of a new name for 
an old area of medicine and research 
can be justified by its tendency to 
orient the interest of investigators 
who have different skills but common 
goals. There are many “building- 
block" observations to be made in 
photoimmunology, and if experience 
is a guide they will only be made 
correctly by a blending of the best 


techniques of both phofobiology and 


immunology. 
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Unilateral Nevoid Telangiectasia 


John J. Jucas, MD; Robert L. Rietschel, MD; Charles W. Lewis, MD 


nilateral nevoid  telangiectasia 

syndrome (UNTS) was first de- 
scribed by Zeisler in 1922 and a year 
later by Tommasi as single case 
reports.'? Since then, an additional 13 
cases have been reported.’ The unilat- 
eral distribution of telangiectasias has 
been reported to be associated with 
pregnancy, puberty, alcoholism, cir- 
rhosis, and as a congenital finding. 
We report a case of acquired UNTS in 
a prepubertal boy. This case raises 
questions about the role of estrogen in 
the pathogenesis of the syndrome. 


Report of a Case 


A healthy 15-year-old boy was seen in 
February 1978, in the Dermatology Clinic, 
Brooke Army Medical Center, Houston, for 
evaluation of a progressive eruption of 
three years' duration. There was no history 
of hepatitis or bronchitis. No family 
member has similar lesions. Examination 
showed a striking distribution of numerous 
vascular lesions that blanched on diascopy 
over the right upper anterior part of the 
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Fig 1.—Unilateral distribution of telangiec- 
tasia. 
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chest, right shoulder, right suprascapular 
area, right arm, and dorsal area of the 
wrist (Fig 1). The morphologic features of 
individual lesions consisted primarily of 
macular telangiectasias (Fig 2). Several 
elevated spider telangiectasias were noted 
over the anterior part of the chest. The 
remainder of the physical examination 
results were normal for a pubescent boy 
with absence of axillary, facial, and genital 
hair. Testicles were descended bilaterally. 
A biopsy specimen of the telangiectasias 
showed dilated thin-walled capillaries in 
the upper dermis. The following laboratory 
tests showed normal findings: complete 
blood cell count; urinalysis; serum glucose; 
BUN; serum creatinine; uric acid; serum 
calcium; inorganic phosphorus; total serum 
protein; serum albumin; total and direct 
bilirubin; serum cholesterol; SGPT; and 
SGOT. The alkaline phosphatase level was 
289 units/L (normal, 30 to 115 units/L), 
and the lactic dehydrogenase level was 246 
units/L (normal, 60 to 200 units/L). Endo- 
crinologic testing showed the following 
serum values: androstenedione, 14 ng/dL; 


. testosterone, 63 ng/dL; estradiol, 10 pg/ 


mL. All of these levels are consistent with 
prepubertal male values. A chest x-ray film 
showed normal findings and bone age was 
within two standard deviations of chrono- 
logic age. The patient refused further test- 


ing. 


Comment 


Telangiectasias were recently re- 
classified by Wilkin? and by Anderton 
and Smith.* They are divided into two 
major groups, primary and secondary. 
Included in the primary group are 
generalized essential telangiectasia, 
universal angiomatosis, venous lakes, 
ataxia telangiectasia, nevus araneus, 
hemorrhagic hereditary telangiecta- 
sia, nevus flameus, girdle telangiecta- 
sia, and unilateral nevoid telangiecta- 
sia. The secondary telangiectasias are 
associated with connective tissue dis- 
eases, lupus erythematosus, postradia- 
tion injury, tumors, xeroderma pig- 
mentosa, pseudoxanthoma elasticum, 
rosacea, and Degos' disease. 

Wilkin further subclassified UNTS 
into a congenital and an acquired type. 
The acquired type was divided into an 
estrogen-related group or an alcohol/ 
hepatic-related group with or without 
systemic involvement.? Our patient is 
unusual in that he is the first man in 
whom male UNTS developed without 
evidence of increased estrogen, as had 
previously been suggested by Wilkin 
and others. Further liver enzyme 
studies were refused by our patient; 
therefore, liver disease could not be 
absolutely ruled out. Prior reports of 
children, with telangiectasia in a 
dermatomal pattern have been asso- 
ciated with tuberculosis, bronchitis, or 
cryptorchidism.* 
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Fig 2.—Close-up shows that lesions are primarily telangiectasia. Biopsy site is in left 


upper corner. 
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While most of the reported cases of 
UNTS fit into a clinical setting of 
high estrogen levels with or without 
liver disease as a contributing factor, 
our case does not. The normal albu- 
min, bilirubin, SGOT, and SGPT levels 
suggest that liver disease was not a 
tenable explanation for the appear- 
ance of UNTS. 

While reports favor estrogen as a 
major factor, we found normal serum 
estrogen and prepubertal androgen 
levels. If estrogen was responsible for 
the UNTS in our case, then an exquis- 
ite sensitivity of the end organ, ie, the 
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cutaneous vessels, would have to be 
present. Alternatively, a metabolite 
not assayed may have been responsi- 
ble; however, the prepubertal condi- 
tion of our patient suggests that the 
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Ethylenediamine-Induced 


Exfoliative Erythroderma 


Joel E. Bernstein, MD, Allan L. Lorinez, MD 


Hyxfoliative erythroderma, charac- 

terized clinically by universal ery- 
thema and desquamation of skin, is a 
serious dermatologic condition. Drug 
allergy is the cause of about 10% of the 
cases of exfoliative erythroderma,' 
and such cases are clinically and histo- 
logically similar to erythroderma due 
to other causes. 

Ethylenediamine is a common in- 
dustrial agent used as a dibasic stabi- 
lizer in many dyes, fungicides, syn- 
thetic waxes, insecticides, resins, and 
asphalt wetting agents. Medical 
sources of ethylenediamine include 
aminophylline (a combination of 80% 
theophylline and 15% ethylenediamine 
hydrochloride), a cream composed of 
triamcinolone acetonide, neomycin 
sulfate, gramicidin, and nystatin (My- 
colog), and various ophthalmic solu- 
tions in which edetic acid is utilized as 
a preservative. Ethylenediamine has 
been demonstrated to be a fairly 
potent sensitizer and inducer of 
contact dermatitis.*? Provost and Jill- 
son’ found that systemically adminis- 
tered aminophylline could lead to 
exacerbations of patchy eczematous 
eruption in patients with ethylene- 
diamine sensitivity induced by Myco- 
log cream. More recently, Petrozzi and 
Shore* reported the case of a man in 
whom a generalized exfoliative der- 
matitis developed while he was receiv- 
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ing aminophylline suppositories. Al- 
though the patient had a prior history 
of a contact dermatitis to Mycolog 
cream, a complicated medicinal histo- 
ry coupled with the failure to rechal- 
lenge the patient with aminophylline 
systemically render this case only 
presumptive evidence of induction of 
exfoliation by aminophylline adminis- 
tration. 


Report of a Case 


A 50-year-old hospital cleaning woman 
was seen in the emergency room for an 
acute asthmatic episode. She had no prior 
history of asthma and no family history of 
asthma, hayfever, or allergy. She was 
treated with an aminophylline suppository 
and after the acute episode subsided was 
placed on aminophylline tablets, 100 mg 
three times a day, for maintenance. One 
day after the asthmatic attack, she noted 
generalized erythema and intense burning 
of her skin. One day later a universal, flaky 
desquamation of her skin began. She was 
seen again five days later in the emergen- 
cy room and was hospitalized with a gener- 
alized exfoliative erythroderma. The ami- 
nophylline was discontinued and she was 
treated successfully with 1% triamcinolone 
acetonide (Aristocort Topical Ointment) 
under plastic wrap occlusion. At time of 
discharge, two weeks after admission, she 
was cautioned against further exposure to 
aminophylline. 

The patient was seen over the next two 
months as an outpatient in the dermatolo- 
gy clinic and her skin on the final visit was 
perfectly normal. One month following her 
last visit to the dermatology clinic she 
experienced another mild asthmatic epi- 
sode. She took one 100-mg tablet of amino- 
phylline from the bottle that she had failed 
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factors responsible for his condition 
were not hormonal. Other factors, 


such as epidermal angiogenic factor, , 


may be more likely to have a casual 
relationship to UNTS.” 
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characterization of an epidermal angiogenic 
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to discard and, within eight hours of inges- 
tion of the aminophylline, she noted gener- 
alized erythema and burning of her skin 
again. She discarded the aminophylline 
tablets and returned to the dermatology 
clinic the next day, at which time the 
generalized erythroderma was quite appar- 
ent, as well as the flaky desquamation of 
the palms and soles. She again responded 
quite well to topical steroids. After total 
clearing of all lesions, the patient was 
patch tested to 1% ethylenediamine hy- 
drochloride, 5% theophylline, and 1% edetic 
acid. Results of this test indicated that the 
patient was highly sensitive to both ethy- 
lenediamine formulations, but was not 
sensitive to theophylline. 


Comment 


The second episode of exfoliative 
erythroderma, the result of accidental 
challenge with systemic aminophyl- 
line, coupled with the high degree of 
sensitivity to ethylenediamine on 
patch testing confirms that systemi- 
cally administered ethylenediamine 
can induce exfoliative erythroderma 
in a sensitive subject. 

The ability of systemic agents to 
induce severe dermatoses on an aller- 
gic or immunologic basis occasionally 
depends on previously developed sen- 
sitivity to the same or a similar 
contact allergen. Although our patient 
had no history of exposure to Mycolog 
cream, she had extensive occupational 


exposure to synthetic waxes and. 


wetting agents containing ethylene- 
diamine. Although previous investiga- 
tions have been unable to implicate 
any industrial agent as a prior source 
of ethylenediamine sensitization,’ this 
present case would indicate that such 
agents may be common sources of 
such exposure. 

Due to the wide exposure of 


subjects to topical ethylenediamine- : 


containing preparations, it would 
seem advisable to avoid the use of 
aminophylline. Theophylline can be 
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provided for respiratory distress in 
the form of theophylline tablets or 
theophylline (Elixophyllin) elixer. Pa- 
tients with a history of contact derma- 
titis to Mycolog? cream or a positive 
patch «test to*ethylenediamine hy- 
drochloride or edetic acid should also 
not be exposed to promethazine 
hydrochloride (Phenergan), tripelen- 
namine hydrochloride (Pyribenzam- 
ine), or antazoline phosphate (Antis- 


tine) since all are derived from ethy- 
lenediamine and may cross react with 
each other. 
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Quantitative Enhancement of Dinitrochlorobenzene 


Responsivity in Women Receiving Oral Contraceptives 


Thomas H. Rea, MD 


nhancement of dinitrochloroben- 

zene (DNCB) responsivity by es- 
trogen-progestin combination oral 
contraceptives or by parenteral pro- 
gestins was reported by Gerretsen et 
al. Because of a possible influence of 
contraceptive use on either controls or 
patients in studies using DNCB, this 
observation warranted attempted 
confirmation. Furthermore, the ap- 
parent but unexplained protective 
effect of oral contraceptive use on the 
incidence of rheumatoid arthritis em- 
phasized the importance of careful 
study of any immunologic influence of 
this widely used medication.’ 


Patients and Methods 


Sensitization with DNCB was attempted 
in 18 women receiving estrogen-progestin 
combination oral contraceptives for the 
purpose of contraception, 20 women of 
similar ages receiving neither estrogens 
nor progestins, and 16 men of similar ages. 
The subjects were clinic patients, hospital 
employees, or medical students judged to 
be in good general health, without disease, 
and not taking medications known to 
influence immunologic responses. Blacks 
were not included in this study because of a 


. report of decreased DNCB responsivity in 


this group.* 
Sensitization with DNCB was attempted 
by a method that has been previously 
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reported.‘ Briefly, a 2-mg sensitizing dose 
was followed in three weeks by challenges 
of 0.1, 0.05, 0.025, and 0.012 mg; each test 
site was a 3-sq em circle. Challenges were 
read in 72 hours. Induration vesiculation 
and bullae formation in an area of at least 
1.5 sq cm were interpreted as positive, and 
erythema alone or no reaction was consid- 
ered a negative response. Induration occur- 
ring at the sensitization site ten to 21 days 
following DNCB application was inter- 
preted as positive (primary flare). 


Results 


The results are summarized in the 
Table. The positive response rates at 
the 0.1-mg challenge are similar, 100% 
and 95%, for women who received oral 
contraceptives and for those who did 
not. However, at each of the other 
levels of responsivity, the women who 
received oral contraceptives had posi- 
tive response rates perceptibly and 
consistently greater than those who 
did not. Computation of x? by an exact 
method indicated significant (one- 
sided P) differences at four levels of 
responsivity: primary flare, P — .024; 
0.05-mg challenge, P = .035; 0.025- 
and 0.012-mg challenges, P = .007. 
(Two-sided P values were twice the 





Primary 
Subject Group Flare 
Women receiving oral 
contraceptives (N — 13) 12(92) 


Women not receiving oral 
contraceptives (N — 20) 


Men (N = 16) 


11(55) 
8(50) 





Positive Dinitrochlorobenzene Responses* 


0.1 mg 
13(100) 


19(95) 
12(75) 


one-sided values. Ranking the re- 
sponses of oral contraceptive users 
and nonusers from 1 to 33 and using 
the standard rank sum test, adjusting 
for ties? a P value (one-sided) of .001 
and a P value (two-sided) of .002 was 
found. 

The positive response rate in wom- 
en not receiving oral contraceptives 
was similar to that of men at all but 
the 0.1-mg level of responsivity, and 
there were no statistically significant 
differences between these two 


groups. 
Comment 


Oral contraceptive use was asso- 
ciated with enhanced responsivity to 
DNCB, thus confirming the finding of 
Gerretsen et al.' Because the response 
rates in the two groups of women 
were similar at the 0.1-mg level of 
responsivity, the effect of the oral 
contraceptives is probably quantita- 
tive rather than qualitative. Because 
DNCB response rates were similar in 
men and in women not receiving oral 
contraceptives, and because the latter 
group had physiologic exposure to 
estrogen and progesterone, the effect 





DNCB Challenge Dose 








0.05 mg 0.025 mg 0.012 mg 
13(100) 12(83) 9(69) 
14(70) 9(45) 4(20) 






11(69) 7(44) 3(19) 





*Percent responding positively indicated in parentheses. 
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of the exogenous estrogen-progestin 
combination is probably pharmaco- 
logic. 
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Hypothalamic-Pituitary-Adrenocortical Function 


Association With Topical Application of Betamethasone Dipropionate 


Flemming Reymann, MD, Henrik Kehlet, MD 


Appearance of systemic side effects 

following topical treatment with 
corticosteroids is well recognized. Ow- 
ing to widespread use of cortico- 
steroids for topical application, stud- 
ies are needed to determine the upper 
limit of treatment dose by which 
systemic side effects can be avoided. 
It has previously been shown that 
topical treatment with clobetasol pro- 
pionate (Dermovate [Britain]; no com- 
parable US product) in doses of 18 to 
268 g/wk produced abnormal cortisol 
levels after cosyntropin injection. Al- 
though most pronounced at higher 
doses, adrenal function in some cases 
also was impaired at doses less than 
50 g/wk.' In this study we assessed 
hypothalamic-pituitary-adrenocorti- 
cal (HPA) integrity during a three- 
week period of topical treatment with 
another widely used corticosteroid, 
betamethasone dipropionate cream. 
The results showed that treatment 
with 50 g/wk for three weeks without 
oeclusion did not affect HPA func- 
tion. 


Subjects and Methods 


Seventeen patients (eight female, nine 
male), of whom eight had severe universal 
psoriasis (two erythrodermic, six nummu- 
lar types of 40% to 60% extension), two had 
small psoriatic lesions, one had universal 
eczema, and six had seborrheic eczema of 
the scalp, were studied. They received daily 
treatment for three weeks with 0.05% beta- 
methasone dipropionate cream in doses of 
50 g/wk applied to the truncus without 
occlusion. Patients with psoriasis or uni- 
versal eczema had the cream applied to 


affected areas, while patients with eczema 
of the scalp received the cream on normal 
skin. Hypothalamic-pituitary-adrenocorti- 
cal (HPA) integrity was assessed by the 
30-minute adrenocorticotropic hormone 
(ACTH) test with cosyntropin (Synacthen 
[Britain]; Cortrosyn, comparable US prod- 
uct), which has been shown to be reliable in 
the assessment of HPA responsiveness to 
stress.^ The ACTH test was performed 
before treatment, after a one- and three- 
week period of treatment, and one week 
after termination of treatment. 


Results 


The results are given in the Figure. 
All patients had a normal response (ie, 
plasma cortisol level at 500 nmole/ 
liter or above 30 minutes after ACTH 
test) before treatment. During treat- 
ment, adrenocortical response to 
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ACTH was similar to pretreatment 
response in all patients except one. 
This patient with severe psoriasis had 
a pretreatment response of 830 
nmole/liter, which fell to 690 nmole/ 
liter after one week of treatment and 
to 500 nmole/liter after three weeks 
of treatment. Posttreatment investi- 
gation in this case showed a response 
similar to pretreatment response (830 
nmole/liter). Posttreatment response 
for all other patients was similar to 
responses before and during treat- 
ment (Figure). 

None of the eight patients with 
severe psoriasis were cured during the 
three weeks of treatment. Four 
patients continued the treatment with 
betamethasone cream combined with 
ultraviolet light, three were treated 


Mean+SEM 
n=17 
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Weeks 


Adrenocortical response to adrenocorticotropic hormone (ACTH) stimulation in 17 X 
patients treated with 50 g/wk of betamethasone dipropionate cream for three weeks. 
Response during and after treatment is not different (P > .05) from pretreatment 
response (Student's t test of paired samples). 
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with psoralen-ultraviolet-A, and one 
with tar baths. 


; Comment 


The results show that topical treat- 
ment with betamethasone dipropio- 
nate applied to the truncus without 
occlusion in weekly doses of 50 g for 
three weeks does not affect HPA 
integrity. In one of our 17 patients, 
adrenocortical response to ACTH fell 
during treatment, but the response 
remained within normal limits and 
was restored one week after the end 
of treatment. 

It might be argued that penetration 
characteristics and degree of skin 
damage may be more important 


factors in the development of adrenal 
suppression than the dose of steroid 
administered. In this study, however, 
no difference in adrenal suppression 
was observed between patients with 
extensive skin damage and patients 
with normal skin, using the same 
amount of steroid (50 g/wk). 

It must be emphasized that iour 
results are not applicable to topical 


corticosteroid treatment with occlu- 
sion, in which systemic side effects 
may be provoked owing to increased 
absorption of the drug.‘ 


Nonproprietary Name and 
Trademarks of Drug 


Betamethasone dipropionate—Diproderm, 
Diprosone. 
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Sanitary Napkin Dermatitis 


due to the Perfume 


Walter G. Larsen, MD 


[)eodorant sanitary napkins are be- 
ing used with increasing frequen- 
cy. This is a case report of a patient 
with a puzzling vulvar dermatitis, 
which was due to the perfume in the 
deodorant sanitary napkin. 


Report of a Case 


A 38-year-old woman sought treatment 
in September 1977 with a perineal dermati- 
tis that had been present for six months. 
She had been treated with many topical 
preparations without benefit. On examina- 
tion she had a well-demarcated area of 
dermatitis on the labia, extending onto the 
anal area. Patch testing to the routine 
North American Contact Dermatitis series 


From the Portland Dermatology Clinic, Ore- 


gon. 
Reprints not available. 


showed positive results (Table 1). All patch 
tests were applied for 48 hours, using an 
occlusive technique with aluminum patch 
test strips.’ 

Further questioning showed that she 
was worse during her menstrual period. 
Just prior to the onset of the dermatitis, 
she had begun using deodorized tampons 
and deodorized sanitary napkins. Patch 
testing results with the perfume from the 
sanitary napkin were positive (Table 2). 
Reuse of the sanitary napkin for one day 
caused a recurrence of the contact dermati- 
tis. Use of an identical nondeodorant sani- 
tary napkin caused no problem. 

The manufacturer of the sanitary nap- 
kin indicated that the perfume (5 mg per 
sanitary napkin) contained cinnamalde- 
hyde and cinnamic alcohol. The company 
subsequently reformulated the perfume, 
eliminating cinnamic alcohol and cinna- 
maldehyde. 


Time After Removal 
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Patch test 
Nicke! sulfate 


596 in petrolatum 
Cinnamic alcohol 

596 in petrolatum 
Cinnamaldehyde 

296 in petrolatum 


Jasmin synthetic 
1096 in petrola- 
tum 





Days 


15 21 
Negative 


Negative 


Negative 


*NACD indicates North American Contact Dermatitis. 
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Table 2.—Patch Testing to 
Perfume in Products 


Time After 
Removal, 24 hr 


Sanitary napkin 
5% in petrolatum 
Sanitary napkin ++ 
10% in petrolatum 
Tampon 
5% in mineral oil 


Negative 





Comment 


Perfumes are complex mixtures 
consisting of a few to several hundred 
individual fragrance components. The 
fragrance materials responsible for 
most allergies include cinnamic alco- 
hol, hydroxycitronellal, cinnamalde- 
hyde, eugenol, and isoeugenol.? Re- 
cently perfumes have been added to 
sanitary napkins and tampons. With 
the addition of a perfume, they are 
designated as deodorant napkins and 
deodorant tampons. 

A literature search failed to uncover 
any reports of sanitary napkin per- 
fume sensitivity. Allergic contact der- 
matitis to the perfume in feminine 
hygiene sprays has been reported.’ 

Perfumed products are being used 
with increasing frequency in our soci- 
ety. The physician should be alert to 
the possibility of fragrance sensitivity 
in such diverse products as cosmetics, 
over-the-counter and prescribed topi- 
cal medicaments (ie, Mycolog cream), 
and deodorant sanitary napkins. 
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Vitiligo and Autoimmune Polyendocrine Deficiencies 
With Autoantibodies to Melanin-Producing Cells  . 


Corrado Betterle, MD; Andrea Peserico, MD; Giorgio Bersani, MD 


Mest studies have failed to identify 

a specific antimelanocyte antibo- 
dy in the serum of patients with vitili- 
go."* Only recently, Hertz et al' 
described two patients with vitiligo 
and polyendocrine deficiencies who 
had evidence for an autoantibody that 
binds to  melanin-producing cells 
(MPC) in human skin, nevi, and mela- 
nomas. They stated that other investi- 
gators"? probably failed to identify 
this antibody because patients who 
were known antibody-formers were 
not selected, and only a conventional 
indirect immunofluorescence  tech- 
nique (IIT) was used. 

We have retested the serum of two 
patients with vitiligo and "autoim- 
mune polyendocrine diseases" who 
had been described previously.’ 


Patients and Methods 


Patient 1 is a 25-year-old woman with 
vitiligo, chronic idiopathic hypoparathy- 
roidism, Addison's disease, chronic candidi- 
asis, and atrophic gastritis with thyroid 
microsomal, gastric parietal cells, adrenal 
cortex, pancreatic islet cell, and prolactin- 
secreting cell autoantibodies. 

Patient 2is a 57-year-old man with vitili- 
go, Hashimoto's thyroiditis, atrophic gas- 
tritis, and alopecia universalis with thyroid 
microsomal and gastric parietal cell au- 
toantibodies. 

Serum samples were tested on cryostat 
sections of human skin, nevus, and malig- 
nant melanomas by the indirect immuno- 
fluorescence complement fixation test 
(ICFT) used by Hertz et al* and by IIT, as 
proposed by Roitt and Doniach. Rabbit 
antihuman C3/C3c fluorescein-conjugated 
antiserum and goat antihuman IgG, IgA, 
and IgM fluorescein-conjugated antise- 
rum, diluted 1:3, were used. Fresh human 
serum from a normal donor was used as a 
complement source. Stained sections were 
read with a microscope equipped with epi- 
illumination. Serial sections of human skin 
were stained with Schmorl's reaction to 
identify the MPC.* 


From the Institute of Semeiotica Medica (Drs 
Betterle and Bersani) and the Department of 
Dermatology (Dr Peserico), University of Padua 
Medical School, Padua, Italy. . 

Reprint requests to Institute of Semeiotica 
Medica, University of Padua Medical School, Via 
Ospedale Civile 105, 35100 Padua, Italy (Dr 
Betterle). 
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When tested by immunofluorescence complement fixation test with serum from patient 
1, normal human skin shows bright fluorescent pattern of cells scattered along basal 
layer in fairly regular fashion (original magnification x 400). 


Results 


When tested by ICFT with serum 
from patient 1, normal human skin 
had isolated fluorescent cells scattered 
along the basal layer (Figure); the 
nevus and melanomas showed fluores- 
cent staining of nevus and melanoma 
cells. The titer was 1:40 in human skin. 
When tested by ICFT with serum 
from patient 2 and from the normal 
donor, skin as well as nevus and mela- 
nomas were negative. Serum samples 
from both patients and from the 
donor showed normal findings on 
IIT. 

The cells that turned blue with 
Schmorl’s reaction were similarly lo- 
calized to those that showed a fluores- 
cence with the ICFT. 


Comment 


Different mechanisms are probably 
involved in the pathogenesis of vitili- 
go. The autoantibodies to MPC 
detected by Hertz et al and by us only 
in patients with vitiligo and autoim- 
mune  polyendocrine deficiencies 
might be markers of cases of vitiligo 
with an autoimmune origin, just as 
the pancreatic islet cell autoantibodies 
might be markers of cases of diabetes 


mellitus with an autoimmune origin.‘ 
Furthermore, we confirm that the 
autoantibodies to MPC cannot be 
detected by the IIT.** However, in 
order to appreciate the real incidence 
of autoantibodies to MPC, we believe 
that a larger series of patients with 
different pigmentary disorders should 
be studied. 


References 


1. Copeman PW, Lewis MG, Phillips TM, et al: 
Immunological associations of halo naevus with 
cutaneous malignant melanoma. Br J Dermatol 
88:127-137, 1973. 

2. Betterle C, Del Prete GF, Peserico A, et al: 
Autoantibodies in vitiligo. Arch Dermatol 
112:1328, 1976. 3 

3. Woolfson H, Finn OA, Mackie RM, et al: 
Serum anti-tumor antibodies and autoantibodies 
in vitiligo. Br J Dermatol 92:395-400, 1975. 

4. Hertz KC, Gazze LA, Kirkpatrick CH, et al: 
Autoimmune vitiligo: Detection of antibodies to 
melanin-producing cells. N Engl J Med 297:634- 
637, 1977. 

5. Roitt I, Doniach D: Manual of Autoimmune 
Serology. Geneva, World Health Organization, 
1969, pp 1-8. 

6. Pearse AGE: Histochemistry: Theoretical 
and Applied. Edinburgh, Churchill Livingstone, 
1972, p 1057. 

7. Koga M: Vitiligo: A new classification and 
therapy. Br J Dermatol 97:255-261, 1977. 

8. Bottazzo GF, Doniach D: Pancreatic autoim- 
munity and HLA antigens. Lancet 2:800, 1976. 


Vitiligo and Polyendocrine e RER M: 


V 


Is Atopic Dermatitis a place for water? 


KS The most important factor in the management of patients 
with atopic dermatitis is keeping the skin moist, according to 
members of a panel discussing the disease at a conference on 


dermatologic practice held at the University of North Carolina 
School of Medicine. 
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Letters to the Editor 


Twenty-Nail Dystrophy 


To the Editor.-In the April 1978 
ARCHIVES (114:612-613), Drs Scher and 
colleagues reported a case of 20-nail 
dystrophy with the histological ap- 
pearances of lichen planus. We have 
also seen cases of lichen planus, 
limited to the nails, which simulated 
20-nail dystrophy. In one of our 
patients, histology also showed the 
typical histological changes of lichen 
planus. However, another patient (a 
young boy) had distinctive histological 
changes that were more "eczematous" 
in nature and were certainly not 
compatible with lichen planus. This 
ease is shortly to be published in the 
British Journal of Dermatology. 

At present, therefore, we think that 
“excess ridging"' of childhood should 
be regarded as a physical sign and not 
a disease entity, unless the results of 
nail biopsy confirm the diagnosis of 
lichen planus. In other cases that 
conform to the original description by 
Hazelrigg et al, and where there is no 
evidence of disease elsewhere, the 
term "20-nail dystrophy" could still be 
used. 

While accepting that some cases of 
20-nail dystrophy in children may be a 
manifestation of lichen planus, we do 
not concur with the view that 20-nail 
dystrophy is simply a variant of lichen 
planus. 

JOHN D. WILKINSON, MRCP 
RopNEY P. R. DAwBER, MRCP 
KEN FLEMING, MRCPATH 
Oxford, England 

ROBERT Bowers, MD, FRCP 
Gloucester, England 


1. Samman PD: The Nails in Disease. London, 
William Heinemann Ltd, 1965, p 122. 

2. Hazelrigg DE, Duncan WC, Jarratt M: 
Twenty-nail dystrophy of childhood. Arch Der- 
matol 113:73-75, 1977. 


In Reply.-We thank Drs Wilkinson 


and associates for their significant 
comments concerning our recent AR- 
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CHIVES article. We agree with them 
that if ridging alone is the sole mani- 
festation of change in the nail plate, 
this may represent something other 
than lichen planus. However, if all of 
the features of the patients described 
by Hazelrigg et al' are present (split- 
ting, thinning, brittleness), we inter- 
pret this as lichen planus. Others who 
are interested in diseases of the nails 
share our view (N. Zaias, MD, oral 
communication, September 1978, and 
R. Baran, MD, oral communication, 
September 1978). We hope to learn 
more in the future about this interest- 
ing entity. 
RICHARD K. SCHER, MD 
RoBERT M. FiscHBEIN, MD 
A. BERNARD ACKERMAN, MD 
New York 


1. Hazelrigg DE, Duncan WC, Jarratt M: 
Twenty-nail dystrophy of childhood. Arch Der- 
matol 113:73-75, 1977. 


Ichthyosiform Sarcoidosis 


To the Editor.—With reference to the 
article titled "Ichthyosiform Sarcoido- 
sis” by Kauh et al that appeared in the 
January ARCHIVES (114:100-103, 1978), 
we ask that the authors make the 
following clarifications. 

We believe that these clarifications 
will help rule out the strong possibility 
of leprosy as the cause of ichthyosis 
(on the lower extremities) and multi- 
ple skin lesions (on the arms, back, and 
thighs) described in this article. 

1. What was the country of origin 
of the black woman (Africa?) 

2. In the clinical description of the 
patient, reference to peripheral nerve 
enlargement and tenderness and the 
presence of any sensory impairment 
over ichthyotic plaques or multiple 
eoin-shaped skin lesions has been 
omitted. 

3. There is no description of histo- 
logieal examination of the multiple 
erythematous, indurated, and coin- 
shaped skin lesions on the arms, lower 


portion of the back, buttocks, and 
thighs. 

4. The microscopic examination re- 
port of the skin lesion from the shin 
does not describe the condition of 
nerve twinges in the deep dermis or 
subeutis. Was it infiltrated with 
inflammatory cells? Special stains for 
nerves (such as trichrome and Fite- 
Faraco [TRIFF] or picro-Mallory) and 
the Fite-Faraco technique for detec- 
tion of acid-fast bacilli do not seem to 
have been attempted. 

5. We would like to add in comment 
that secondary ichthyosis not only 
oceurs in lepromatous leprosy, but it is 
also known to occur over anesthetic 
lesions of tuberculoid and borderline 
(dimorphous) types of leprosy. 

JANAK K. MANIAR, MD 
RAMASWAMY GANAPATI, DVD 
Bombay, India 


In Reply.—The diagnosis of sarcoido- 
sis in our patient was made on the 
basis of chest roentgenographic stud- 
ies, a positive Kveim test, negative 
intradermal skin tests (PPD and 
Candida albicans), and skin biopsy 
findings. 

In answer to your inquiry, the 
patient was born and raised in Phila- 
delphia. She never traveled outside 
the northeastern United States. Ex- 
amination of the coin-shaped lesions 
and the ichthyotic skin failed to show 
any impairment in sensory function, 
and there was no thickening or 
enlargement of peripheral nerves. 

Multiple biopsy specimens from the 
coin-shaped lesions as well as the 
ichthyotic areas showed only nonca- 
seating granulomas without any infil- 
tration of cutaneous appendages or 
nerves. Furthermore, an acid-fast 
stain, Fite, was performed on all biop- 
sy materials; no organism was found, 
as stated in the report. Special stains 
for nerve were not attempted because 
of lack of nerve involvement. 

When one considers the patient's 
background, roentgenographic find- 
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ings, the positive Kveim test and 
negative skin tests, histological 
changes of sarcoidal reaction without 
invasions of nerve and skin append- 
ages, negative stain for acid-fast 
bacilli, and the response to a steroid 
given for systemic effect, we believe 
that the diagnosis of sarcoidosis is still 
valid. 
YouwcG C. KauH, MD 
Howarp E. Goopy, MD, PHD 
HERBERT A. LUSCOMBE, MD 
Philadelphia 


Dialysis and Psoriasis 


To the Editor.—We read with interest 
the letter to the editor "Treatment of 
Psoriasis With Dialysis" by Dr Ander- 
son in the June 1978 issue of the 
ARCHIVES (114:966), as well as the 
related article in the Annals of Inter- 
nal Medicine. Our experience has 
been similar to his. Although some of 
our patients' conditions have re- 
mained clear for prolonged periods of 
time, the conditions of others have not 
responded.'* We have also noted rapid 
recurrence (six weeks) after dialysis 
therapy and the remission of psoriasis 
with associated arthritis after cardio- 
pulmonary bypass oxygenation.* 

To the studies which Dr Anderson 
suggested, we would like to add the 
use of hemodialysis and monitors of 
the immune mechanisms involved. 
Since psoriasis is a disease of epider- 
mal proliferation, dermal hypervascu- 
larization, early mononuclear infiltra- 
tion, and, finally, late neutrophil inva- 
sion, it may well be that substances 
elaborated by these invading cells 
modulate the epidermal proliferation. 
Kreuger and Jederberg* have already 
noted that monocytes of psoriatic pa- 
tients have increased chemotaxis and 
that both lymphocytes and monocytes 
liberate factors that influence cell pro- 
liferation.? Further, it has been shown 
that dialysis has a profound effect on 
neutrophils and perhaps mononuclear 
cells as well.'-° The effect appears to be 
activation of complement (particularly 
C5a) with a resultant activation- 
induced exhaustion of leukocytes. 
Thus, one might postulate an interrup- 
tion of the influence of WBCs on 
increased epidermal proliferation. 

Further, the question as to whether 
cyclic adenosine monophosphate or 
cyclic guanine monophosphate metab- 
olism is the more important influence 
on cells in psoriatic patients remains 
unresolved. The fact that there is a 
profound thrombocytopenia early in 
dialysis and the fact that prostaglan- 
din intermediates have been demon- 
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strated to be released from platelets 
may, however, link the dialysis proce- 
dure to intracellular cyclic nucleotides. 
These thoughts must be considered 
only hypotheses at this time. 

We have also noted that psoriatic 
patients may have the efficient surgi- 
cal creation of an arteriovenous fistu- 
la in the normal radial artery-cephalic 
vein forearm location. (Usually nonu- 
remic patients do not maintain patent 
fistulas as has been attempted for 
hyperalimentation in the past.) This 
may be practical for repeated treat- 
ment of recurrences and may also be 
related to pathogenesis and the exact 
mechanisms of cure. 

T. J. BUSELMEIER, MD 
JOHN S. CANTIERI, MD 
Minneapolis 


1. Buselmeier TJ, Dahl MV, Cantieri JS, et al: 
Treatment of psoriasis with dialysis. Proc Eur 
Dial Transplant Assoc, to be published. 

2. Buselmeier TJ: Dialysis and psoriasis. Ann 
Intern Med 88:842, 1978. 

3. Buselmeier TJ, Cantieri JS, Dahl MV, et al: 
Clearing of psoriasis after cardiac surgery 
requiring cardiopulmonary bypass oxygenation: 
A corollary to clearance after dialysis? Br J 
Dermatol, to be published. 

4. Kreuger GG, Jederberg WW: Inhibition of 
monocyte chemotaxis with sera from the benign 
proliferative disorder psoriasis. J Clin Res 
25:363A-365A, 1977. 

5. Reese DL, Kreuger GG, Jederberg WW: 
Chemotaxis of monocytes in psoriatic subjects 
undergoing photochemotherapy. Clin Res 
25:101A-103A, 1977. 

6. Greene WH, Casann R, Mauer SM, et al: The 
effect of hemodialysis on neutrophil chemotac- 
tive responsiveness. J Lab Clin Med 22:981-983, 
1976. 


Craquelé-like Eruption in 
Angioimmunoblastic 
Lymphadenopathy 


To the Editor.—Cutaneous involve- 
ment in patients with angioimmuno- 
blastic lymphadenopathy occurs usual- 
ly as a generalized, often pruritic, 
maculopapular rash. Also described 
are nodules, plaques, and tumors, 


Eczema craquelé-like skin eruption on 
back. 





hyperkeratotic and infiltrated lesions 
on the dorsa of hands and feet, urti- 
caria, (angioneurotic) edema, and pur-. 
pura. We observed a patient with 
angioimmunoblastic lymphadenopa-, 
thy, associated with*«an eczema cra- 
quelé-like skin eruption. 


Report of a Case.—A 29-year-old man was 
treated with nitrofurantoin because of a 
urinary tract infection. On the fourth day 
of treatment, a widespread, nonitching, 
scaling eruption and lymph node swelling 
in the right groin developed. Subsequently, 
massive swelling of lymph nodes in other 
places, hepatomegaly, arthralgia, fever, 
weight loss, night sweating, and hair loss 
on the scalp occurred. Diagnosis was based 
on a lymph node biopsy specimen. 

Dermatologic examination revealed a 
fine gray scaling on the thighs, flanks, 
arms, scalp, and particularly around the 
axillae and nostrils. Craquelé-like scaling 
and cracking was present on the ears, back 
(Figure), and shins. At a certain stage of 
the disease, deep canyon-like fissuring 
resembling pellagra was seen on the shins. 
Furthermore, the patient showed deep 
painful fissures on the ears, heels, and 
sides of the feet, and diffuse nonscarring 
hair loss on the scalp. Erythema and skin 
infiltration were notably absent. The fiex- 
ures showed only minor changes. Skin 
biopsy specimens showed nonspecific 
changes.’ 

Systemic treatment with prednisone and 
vinblastine sulfate (Velbe), as well as COP 
courses (cyclophosphamide, vincristine sul- 
fate [Oncovin], and prednisone), had only 
limited effect. The skin lesions were also 
resistant to topical treatment. The patient 
died six months later of pneumonia. 


Comment.—Acquired ichthyosis and 
eczema craquelé have been reported in 
lymphoma.’ We considered the skin 
eruption in our case to be more eczema 
craquelé than acquired ichthyosis. The 
finding of widespread eczema cra- 
quelé-like skin lesions that suddenly 
occur after recent drug administra- 
tion should alert the clinician to the 
possibility of a lymphoproliferative 
syndrome. 

P. C. VAN VOORST VADER, MD 
E. FOLKERS, MD 

D. J. VAN RHENEN, MD 
Amsterdam 
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The most current, 
comprehensive 
data on U.S. 
health care 


When you want current, authoritative information on the U.S. health care 
system, the new 1978 editions of Profile of Medical Practice and 
Socioeconomic Issues of Health are two of your best sources. These new 
editions, published by the American Medical Association's Center for Health 
Services Research and Development, have been expanded to include studies 
by prominent outside health researchers, as well as original articles on key 
health issues by the Center's staff. 


Profile of Medical Practice—presents data gathered from the AMA Physi- 
cians Masterfile and Periodic Survey of Physicians on such characteristics of 
medical practice as physicians' work patterns, expenses, income and fees. 


Socioeconomic Issues of Health—features the latest information on the 
U.S. health care delivery system, including health characteristics, infant and 
maternal mortality, and health care expenditures. 


Order these important references today! 
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Order Dept. 

American Medical Association 
P.O. Box 821 . 

Monroe, Wisconsin 53566 





Name 





Profile of Medical Practice, 
OP-52, $5.00 
Socioeconomic Issues of 
Health, OP-51, $5.00 
Set(s), OP-51 & OP-52, 
$8.50 

Enclosed is my check (payable to 
the AMA) for $ 


Address 
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State/Zip 


S/J 


denn ROEDERER ED OD ED OD ED ED E UD ED ED E M UE BeBe E EN ED ED ED UE SO E O5 E Em m E o a 









































Rx only 


2 e © 
Lotr IMIN sd e 
dotrimazole 


indiceted for 
Trichophyton 
mentegrophytes, 
Trichophyton 
rubrum, 
Epidermophyton 
floccosum, 

Candids albicans, 
end 

Melessezio furfur 


LOTRIMIN Cream 196is supplied in 15 gm. 
and 30 gm. tubes. 

LOTRIMIN Solution 196 is supplied in 10 ml. 
and 30 ml. plastic bottles. 


LOTRIMIN® brand of clotrimazole 
CREAM 1%/ SOLUTION 1% 

FOR DERMATOLOGIC USE 
BRIEF SUMMARY 


CONTRAINDICATIONS 


LOTRIMIN Cream and Solution are contraindi- 
cated in individuals who have shown hypersen- 


sitivity to any of their components. 
WARNINGS 

LOTRIMIN Cream and Solution are not for 
ophthalmic use. 

PRECAUTIONS 

In the first trimester of pregnancy, LOTR! MIN 


should be used only when considered essential 


to the welfare of the patient. 


If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued 


and appropriate therapy instituted. 
ADVERSE REACTIONS 


The following adverse reactions have been re- 
ported in connection with the use of this product: 
erythema, stinging, blistering, peeling. edema, 


pruritus, urticaria, and general irritation of the 


skin. FEBRUARY 1977 
10988365 






For more complete details, consult your 
Schering Representative or Professional 

Services Department, Schering Corporation, 
Kenilworth, N.J. 07033. 


Schering Corporation 
Kenilworth, New Jersey 07033 


Copyright ©1979, Schering Corporation. 
All rights reserved. 
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THE "SWEAT SET" 


a setup for dermatomycoses 


Rx ei e Tes 
Lotrimin.--..... 


clotrimazole 
anticandidal and broad-spectrum 
antifungal coverege 


TINEA PEDIS (T. mentagrophytes) TINEA CRURIS (T. rubrum) 
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News and Notes 


National Psoriasis Foundation Sum- 
mer Scholarships.—Predoctoral sum- 
mer fellowships will be available for 
support of psoriasis-related research. 
Maximum stipend is $1,000. Deadline 
for applications is April 15, 1979. 
Applications may be obtained from 
Sheldon R. Pinnell, MD, Professor of 
Medicine, Box 3135 Hospital, Duke 
University Medical Center, Durham, 
NC 27710. 


Lectureship in Cutaneous Medicine.— 
The Department of Dermatology of 
the University of Pennsylvania School 
of Medicine announces the Fourth M. 
H. Samitz Lectureship in Cutaneous 
Medicine, entitled "The Langerhans 
Cell: Historical and Immunologic As- 
pects,” by Rudolf L. Baer, MD, profes- 
sor and chairman, Department of 
Dermatology, New York University 
School of Medicine. The lecture will be 
presented on Wednesday, April 25, 
1979, 4 PM, at the University of Penn- 
sylvania School of Medicine, Audi- 
torium, Medical Education Building, 
36th and Hamilton Walk, Philadel- 
phia. A reception will follow the 
lecture. 


Advanced Seminars in Dermatology.— 
The 20th Annual Advanced Seminars 
will be held Aug 1-5, 1979, at the 
Sheraton Newport, Newport Beach, 
Calif. The program will be accredited 
for 14 hours of category 1 credit 
toward the AMA Physicians Recogni- 
tion Award. For further information, 
contact Margaret Frederick (program 
representative) MHMC-UCI, Center 
for Health Education, 2801 Atlantic 
Ave, Long Beach, CA 90801. 


Symposium on the Epidermis in 
Disease.— An international symposium 
on the epidermis in disease will be 
sponsored by the European Society for 
Dermatological Research, April 18-20, 
1979, at the Welsh National School of 
Medicine, Heath Park, Cardiff, Wales. 
The program will include six half-day 
sessions on the following topics: phar- 
macological aspects of epidermal dis- 
ease; epidermal symbionts; disorders 
of keratinization; reaction patterns of 
epidermal disease; epidermopoiesis in 
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disease; and immunopathology of epi- 
dermal disease. 

Registration forms can be obtained 
by contacting the co-organizers, who 
are as follows: Dr R. Marks, Depart- 
ment of Medicine, Welsh National 
School of Medicine, Heath Park, 
Cardiff CF4 4XN, Wales, United 
Kingdom; or Prof E. Christophers, 
Department of Dermatology, Univer- 
sity of Kiel, 2300 Kiel, West Germany. 
The registration fee is £40. 


Conference on Cutaneous Toxicity.— 
The Fourth Conference on Cutaneous 
Toxicity, sponsored by the American 
Medical Association and the Society of 
Toxicology, wil be held at the 
Mayflower Hotel, Washington, DC, 
May 9-11, 1979. This continuing medi- 
cal educational activity is acceptable 
for 12 credit hours in category 2 for 
the AMA Physicians Recognition 
Award. Registration fee is $150 ($120 
for AMA and SOT members; $85 for 
residents and retired physicians). For 
further information contact Joseph B. 
Jerome, PhD, American Medical Asso- 
ciation, 535 N Dearborn St, Chicago, 
IL 60610. 


Advances in Dermatology.—The De- 
partment of Dermatology of North- 
western University Medical School 
will sponsor a postgraduate course for 
dermatologists April 19-20, 1979, at 
the Marriott Hotel on Michigan Ave- 
nue in Chicago. 

Subjects to be covered in depth 
include mycosis fungoides, pediatric 
dermatology, and therapeutic ad- 
vances. Guest faculty include Derek 
Cripps, MD; Sidney Hurwitz, MD; 
Henry Jones, MD; Allan Lorinez, MD; 
and Eugene Van Scott, MD. 

The Chicago Dermatological Society 
monthly meeting will be held at 
Northwestern University on Wednes- 
day, April 18, 1979. The Bluefarb 
lecture, which will be given by Eugene 
Van Scott, MD, is titled "Experimen- 
tal and Practical Pharmacology.” 

For further information contact 
Henry H. Roenigk, Jr, MD, Depart- 
ment of Dermatology, Northwestern 
University Medical School, 303 E 
Chicago Ave, Chicago, IL 60610. 


Cutaneous Ultrastructure Research 
Meeting.—The 1979 Annual Meeting of 


the Society for Cutaneous Ultrastruc- . 


ture Research will take plate in the 
Faculty of Medicine, University of. 
Barcelona, June 7-9, 1979. The aims 
and organization of the meeting will 
be similar to the Annual European 
Meetings on Electron Microscopy Ap- 
plied to Cutaneous Pathology, which 
have been held during the past five 
years. The meeting will be open to 
dermatologists, pathologists, and biol- 
ogists interested in human skin fine 
structure. 

For further details and application 
forms contact Professor J. M. Masca- 
ro, Universidad de Barcelona, Escuela 
Profesional de Dermatologia y Vener- 
eologia, Barcelona, Spain. The closing 
date for applications will be March 15, 
1979. 


Society for Investigative Dermatology, 
Inc.—The Third Joint Meeting of the 
Society for Investigative Dermatolo- 
gy, Inc and the European Society for 
Dermatological Research will be held 
at the RAI Congresscentrum in Am- 
sterdam, June 9-14, 1979. In addition 
to formal and poster presentations of 
current research, special lectures will 
be given by Drs A. L. de Weck, 
Howard Green, Aaron B. Lerner, and 
Jan Waldenstrom. There will be 
approximately 24 workshops on sub- 
jects including lupus erythematosus, 
mycosis fungoides, PUVA, comple- 
ment, retinoids, Langerhans cells, and 
photobiology. Persons desiring to 
make a presentation at one of the 
workshops should write to W. Mitchell 
Sams, Jr, MD, Secretary-Treasurer, 
The Society for Investigative Derma- 
tology, Inc, Department of Dermatol- 
ogy, North Carolina Memorial Hospi- 
tal, Chapel Hill, NC 27514. Members of 
the society will receive the complete 
program and a hotel selection list in 
mid-March. Nonmembers should write 
directly to the secretary-treasurer at 
the above address. 


Cosmetics Seminar.—The 1979 An- 
nual Scientific Seminar on the Basic 
and Clinical Sciences of Cosmetics, 
presented by the Society of Cosmetic 
Chemists, will be held at the Fairmont 
Hotel, Dallas, May 3-4, 1979. For infor- 
mation, registration forms, and pro- 
gram details, write David Martin, 


Administrator, The Society of Cos- ' 


metic Chemists, 50 E 41st St, New 
York, NY 10017; or telephone, (212) 
532-7320. 
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wEurax® 
brand of crotamiton NF 


Antipruritic 
Scabicide 
Cream 


Prescribing Information 


Description Eurax, brand of crotamiton, provides 
10% of the synthetic, N-ethyl-o-crotonotoluide, in a 
vanishing-cream base containing: glyceryl mono- 
stearate, lanolin, polyethylene glycol 540 blend, 
glycerin, polysorbate 80, methylparaben and pro- 
pylparaben, perfume, oxyquinoline sulfate, liquid 
«petrolatum and white wax. 


Actions Eurax, brand of crotamiton, has scabicidal 
and antipruritic actions. The mechanisms of these 
ctions are not known. 


If it's scabies that's making them itch 
There is only one scabicide which 


Is both miticidic 
And antipruritic 


It's Eurax, not lindane, so switch! 


Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications Eurax, brand of crotamiton, 
should not be administered to patients who are al- 
lergic to it or who manifest a primary irritation re- 
sponse. 


Warnings and Precautions Eurax, brand of cro- 
tamiton, should not be applied to acutely inflamed 
skin, raw, weeping surfaces, or in the eyes or 
mouth. Its use should be deferred until acute in- 
flammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Eurax’ 


crotamiton NF 


Dosage and Administration /n Scabies: Thor- 
oughly massage into the skin of the whole body 
from the chin down, paying particular attention to 
all folds and creases. A second application is ad- 
visable 24 hours later. Clothing and bed linen 
should be changed the next morning. A cleansing 
bath should be taken 48 hours after the last appli- 
cation. 


In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 


How Supplied Eurax, brand of crotamiton, cream: 
60-Gm. tubes. 665462 (Rev. 2/78) C78-6 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation 
Ardsley, New York 10502 


Geigy 


301-90322 





a 
pe. 


x, 


lady 


375 





< 


UON O 


a 


interpret 


s an 


i objeēt i 


et 


ograpn 








. Potency ina 
preferred form 

for many dry 
or excoriated 


lesions. 





Lidex*-E offers the long-established potency 

of fluocinonide in a soothing emollient cream 
base. Because it is less drying than a cream and 
has the lubricating qualities of an ointment, it is 
especially useful in both inflamed, excoriated 
lesions and dry lesions with moderate scaling. It is 
indicated in such steroid-responsive dermatoses 
as nummular dermatitis, lichen simplex chronicus, 
and atopic eczema with flexural lichenification. 














Also preferred when the cosmetic 
quality is a concern. 


Lidex-E is also a preferred topical steroid in 
lesions involving areas where cosmetic appear- 
ance is important to the patient. The Lidex-E 
base vanishes readily into the skin and is 
non-greasy and water-washable, making it 
cosmetically acceptable to patients. It may be 
used in the difficult-to-treat intertriginous areas 
and flexural creases. 

See following page for summary of prescribing information. 


. Lidex-E—whenever potency is needed and a soothing, 
' cosmetically acceptable topical steroid is indicated. 


ite CREAM _ 
* 


- («luocinonide) OOS% 
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Lidex- 
(fluocinonide) 
Cream O05% 


Prescribing Information 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 24-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 6a, 9-difluoro-148, 16a, 17, 24-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 
21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg. /g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 


Indications inflammatory manifestations 
of corticosteroid-responsive dermatoses. 


Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions if irritation develops, discontin- 
ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or If occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
Ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX*-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 
Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 

How Supplied LIDEX-E cream 0.05% — 15g., 
30g. and 60g. tubes 





SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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In Acne Therapy 


(b or 10% Benzoyl Peroxide, 6% Laureth-4) 


CLINICAL EFFICACY—reduced surface P acnes 


99.9% in 3 days* 


ANTIBACTERIAL and COMEDOLYTIC ACTIONS 
ENHANCED ACTIVITY: benzoyl peroxide p/us laureth-4 
NO ALCOHOL or ACETONE sting—can be applied immediately 


after washing without alcohol or acetone sting 


NO POTENTIALLY SENSITIZING Perfume 
VERIFIED STABILITY*—for consistent therapeutic response 
INCREASED VISCOSITY for ease of application 


|! COMPATIBILITY —no alcohol to interfere with other acne 


regimens 


| PATIENT ECONOMY—now available in a large 3-oz. size 


*Data on file, Westwood Pharmaceuticals Inc. 


LUIESTLUOOD 


PHARMACEUTICALS INC. 
Buffalo, New York 14213 
In Canada, Belleville, Ontario K8N 5E9 

© 1978, W.P. Inc. 


Desquam-X®5 contains 5% Benzoyl perox- 
ide, 6% laureth-4, carbomer-940, di-isoprona- 
nolamine, disodium edetate and water. 


Desquam-X®10 contains 10% Benzoyl per- 
oxide, 6% laureth-4, carbomer-940, di-isopro- 
panolamine, disodium edetate and water. 


CONTRAINDICATIONS: Not to be used in pa- 
tients known to be sensitive to any ingredient of 
Desquam-X. 


PRECAUTIONS: Avoid contact with eyes and 
mucous membranes. For external use only. 
Keep this and all drugs out of the reach of 
children. 


NOTE: May bleach colored fabrics. 


HOW SUPPLIED: Plastic tubes 1.5 oz. (42.59) 

3 oz. (859). 
CAUTION: Federal law prohibits dispensing 
without prescription. 
For full prescribing information, see package 
insert. 
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When the indications surface... 


Net wt 1 oz 
z 


Each gram 
contains: Aerosporin* 
(Polymyxin B Sulfate) 5,000 
units, bacitracin zinc 400 units, neomy- 
cin sulfate 5 mg (equivalent to 3.5 mg neomycin 
base), special white petrolatum qs; in tubes of 1 oz 
and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutically, (as an adjunct to sys- 
temic therapy when indicated), for topical infections, 
primary or secondary, due to susceptible organisms, as 
in: infected burns, skin grafts, surgical incisions, otitis 
externa; primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia); secondarily infected 
dermatoses (eczema, herpes, and seborrheic derma- 
titis); traumatic lesions, inflamed or suppurating as a 
result of bacterial infection. Prophylactically, the 


i». 


Net wt 1/2 oz 


ointment 
may be used to 

prevent bacterial contamina- 

tion in burns, skin grafts, incisions, and 
other clean lesions. For abrasions, minor cuts 

and wounds accidentally incurred, its use may prevent 

the development of infection and permit wound healing. 


CONTRAINDICATIONS: This product is contrain- 
dicated in those individuals who have shown hypersen- 
sitivity to any of its components. Do not use in the eyes 
or in the external ear canal if the eardrum is perforated. 


WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, care 
should be exercised when using this product in 
treating extensive burns, trophic ulceration and other 
extensive conditions where absorption of neomycin 
is possible. In burns where more than 20 percent of 
the body surface is affected, especially if the patient 
has impaired renal function or is receiving other 
aminoglycoside antibiotics concurrently, not more 
than one application a day is recommended. 


When using neomycin-containing products to control 






Net wt 1/32 oz 
(approx) 
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we? secondary 
infection in the chronic 
dermatoses, it should be borne in 
mind that the skin is more liable to become 
sensitized to many substances, including neomycin. 
The manifestation of sensitization to neomycin is 
usually a low grade reddening with swelling, dry d 
scaling and itching; it may be manifest simply as failure 
to heal. During long-term use of neomycin-containing 
products, periodic examination for such signs is 
advisable and the patient should be told to discontinue 
the product if they are observed. These symptoms 
regress quickly on withdrawing the medication. 
Neomycin-containing applications should be avoided 
for that patient thereafter. 


PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. 
Appropriate measures should be taken if this occurs. 


ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
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prevalence of persons allergic to neomycin. 
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(see Warning section). 
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Durable protection 
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continuous protection by reapplying SUNGARD every 3 to 4 hours. is Wost Haven Connecticut 06516 USA 


*Data on file at Dome Division, Miles Laboratories, Inc. © 1979 DOME DIVISION, MILES LABORATORIES, INC. ALL RIGHTS RESERVED. 


DOM-1873 nET a 








-— 


ps 


g 





A 


IT. NEFI. 
, 4 


(3 
4 
E 


A b e f | 


gamme 
> , ET v. » 


M. Ede oro me 
E a 


7 a ea, y | Fert J ( Ne A eel pm 7I 
d . P^ $ é m vet E ‘+ j 4 
* 





Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1753 West Congress 
Parkway-Jelke-1, Chicago, IL 60612 (Tel (312) 942-1230). Manu- 
scripts are received with the understanding that they are not 
under simultaneous consideration by another publication. 
Accepted manuscripts become the permanent property of the 
ARCHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 


In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.—A]l accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 
x 28cm (8% x ll-inch), heavy-duty white bond paper. Ample 
margins should be provided. 

Refer to patients by number (or, in aneedotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.—The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.—Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.—Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.—List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 


include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 


title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of trans- 
lator should be included when appropriate. The author is respon- 
sible for the accuracy and completeness of the references and for 
their correct text citation. 


Metrication.—A1l measurements must be in me&ric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. š 


Illustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Limit length to a maximum of 40 
words. 


Photographic Consents.—A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 
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title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES. 


Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.— Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-cm (8!^ x 11-inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 


Short Reports.— These manuscripts usually concern a single case 
report. Text must be typewritten, double-spaced, with not more 
than six references, and should not exceed 600 words. If tables or 
figures are elements of the manuscript, please limit text length to 
400 words with a total of either three figures or tables, or a 
combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure 
and one table, or two figures or two tables, maximum text length 
is 500 words. Manuscripts with text only may contain up to 600 
words. The usual synopsis-abstract should be omitted. 


Letters.— All correspondence to the editor submitted for publica- 
tion must be typewritten, double-spaced, with no more than five 
references and two figures (submitted in duplicate.) They should 
not exceed 500 words in length. Submit three copies of each letter. 
Letters are published as space permits, and they are subject to 
editing at the discretion of the editor. Receipt of letters is not 
acknowledged. 
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FOR DERMATOLOGY. 
, THE CLASSIC C ING OF TOMORROW 


SICLEN 


ANTIMICRODIAL SKIN A\ CLEANSER 


e RAPID AND PERSISTENT BACTERICIDAL ACTION AGAINST 
A WIDE RANGE OF MICROORGANISMS d E 


e VIRTUALLY NON-IRRITATING... WITH AN EXTREMELY e - 
LOW POTENTIAL FOR SENSITIZATION 


— * AS ELEGANT AS IT IS EFFECTIVE 


STUART PHARMACEUTICALS 





The famil 
for your patients steroi 


Proven clinically 

. effective for prompt 

. A relief of mild-to- 
severe corticosteroid- 
. responsive dermatoses |, 


| -Valiso Verosol NF 0.15% 












: e Valisone Suma 
Impressive results with Aerosol 0.15% I 
ks Valisone Cream and For acute contact dermatitis. AM 
É Ointment in published 
1 studies: 

E contact dermatitis 


E 96% good to excellent results 
I (81 of 84 patients)* 


atopic eczema 
92% ood to excellent results 
(231 of 251 patients)* 
psoriasis 

85% good to excellent results 
(150 of 177 patients)* 
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Ne Valisone 
Lotion 0.1% 
Especially useful in 
D seborrheic dermatitis. 
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Clinical Considerations: Indications: VALISONE Cream, Ointment, and Lotion are indicated for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. VALISONE Reduced 
Strength Cream is indicated for the relief of the inflammatory manifestations of corticosteroid- 
responsive dermatoses. VALISONE Aerosol is indicated, solely, for adjunctive topical management 
for the relief of inflammatory manifestations of acute contact dermatitis. Contraindications: Topical 
steroids are contraindicated in tuberculosis of the skin and some viral diseases of the skin 
(varicella and vaccinia). Topical steroids are also contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparations. VALISONE Aerosol is contraindi- 
cated for use under occlusive dressings. W for VALISONE Aerosol: Keep the spray away from 
eyes and other mucous membranes; avoid inhaling. Avoid freezing of the tissue by not spraying 
for more than 3 seconds, at a distance not less than 6 inches. Contents are under pressure. Do not 
puncture. Do not store or use near open flame or heat. Exposure to temperatures above 120°F 
may cause bursting. Keep out of reach of children. Never throw container into fire or incinerator. 
Precautions: If irritation or sensitization develops with the use of VALISONE products, treatment 
should be discontinued and appropriate therapy instituted. In the presence of infection, the use of 
an appropriate antifungal or antibacterial should be instituted. If favorable response does not 
occur promptly, the corticosteroid should be discontinued until the infection has been adequately 
controlled. If extensive areas are treated, or if the occlusive technique is used, the possibility 
exists of sufficient systemic absorption to produce adrenal suppression and systemic corticoste- 
roid effects may occur; suitable precautions should be taken. In a few cases, ulceration has been 
reported with the use of topical steroids for skin conditions involved with impaired circulation 
(i.e., Stasis dermatitis). Prolonged application of corticosteroid-containing products under occlu- 
sion may result in striae or atrophy of the skin or subcutaneous tissues. VALISONE products are 
not for ophthalmic use. Usage in Women of Childbearing Age: The use of any drug during pregnancy 
and the lactation period or in women of childbearing age requires that the potential benefits of the 
drug be weighed against the possible hazards to the fetus or infant. Topical corticosteroids have 
not been reported to have an adverse effect on the fetus, but the safety of their use in pregnant 
patients has not been definitely established. They should not be 
used extensively or for prolonged periods of time in pregnant 
patients, unless the condition requiring treatment warrants the risk. 
Adverse Reactions: The following adverse reactions have been 
reported with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneiform eruptions, and hypo- 
pigmentation. The following may occur more frequently with occlu- 
sive dressings than without such therapy: maceration of the skin, 
secondary infection, atrophy of the skin or subcutaneous tissues, 
striae, miliaria. and Administration: VALISONE Cream, Oint- 
ment, and Reduced Strength Cream are applied as a thin film over 
the affected skin areas one to three times a day. Clinical studies of 
VALISONE have indicated that dosage once or twice a day is often 
feasible and effective. VALISONE Reduced Strength Cream has an 
aqueous, hydrophilic base that softens and moisturizes the skin. 


occlusive dressings are required infrequently, they may q 
enhance therapeutic efficacy in certain refractory lesions of psori- 
asis and other dermatoses that are difficult to treat. a few 


drops of VALISONE Lotion to the affected area of the scalp and 


| 
| 
morning and at night. Dosage may be increased in stubborn cases: | 
following improvement, apply once daily. Apply VALISONE Aerosol. 2 
y. The container may be held upright or | 
inverted during spray should be directed onto the affected 34 
area from a distance of approximately 6 inches and applied for only — 
3 seconds. Aerosol pee by Aerosol Techniques, Inc. 





Valisone' 





Armstrong Laboratories Division, West Roxbury, MA. 02132 For | 
Reduced Strength available. Schering Representative or Professional Services — 
Cream 0.01% Department, Schering Corporation, Kenilworth, New Jersey 07033. = 
For low-cost ta 
maintenance therapy. 3 














When Plain Soap 
Can Be a Harsh Complement 
to Steroid Therapy 


What good does intensive steroid therapy do 
if ordinary commercial soap undoes the result? 
Make your therapeutic regimen a combination of effective acute relief 
with a steroid and continued patient comfort with AVEENO®” BAR — 
the soap substitute for sensitive, allergic skin. 
Available in 3.2-0z and 4.4-0z bars. - 
Gentle, soothfng Aveeno* Bar avoids the potentially irritating alkalinity 
«of commercial soaps. It provides mild cleansing action without further challenge 
to already damaged skin. And for small wet dermatoses, it provides 
a convenient alternative for use in the shower or sink. 


For Sensitive or Allergic Skin 


AVEENO BAR 


The Soap Substitute 
For Sensitive, Allergic Skin 


(Ooper 


Laboratories, INC. 
Dermatology Division 
Wayne, New Jersey 07470 
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MICROGEL’ Formula 


BENZAGEL 


(5% or10?6 benzoyl peroxide gel) 








balances 
comedolytic 
effectiveness 
and patient 
acceptance 












* more uniform dispersion | a e e ma, drying a 

throughout base g (00 * smoother more even application 
e enhanced efficacy wi vith ut ho tsp tS —  einvis le when applied 
* smooth even texture EXER oe P. i 5 





- MICROGEL’ Formula Es / 
(5% or 10% benzoyl peroxide gel) 
“Micronized” 

_ Benzoyl Peroxide 
High-Moisture/ 
Low-Alcohol Base 


* Pleasant cooling sensa- 
tion on application 


e Smooth even texture 
* Invisible when applied 





* Less erythema, drying | e oq 
and scaling ~ > A safe, 

° Early visible improvement economical method 

* Formulated for superior of permanent 
stability and patient hair removal— 
satisfaction 


n li from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


Description: 5% or 10% benzoyl peroxide, 
purified water, carbomer 940, 14% alcohol, 
sodium hydroxide, dioctyl sodium sulfo- 
succinate, alkyl polyglycol ether, 
fragrance. 

Action: Provides drying, desquamative 
and antiseptic activity. 

Indication: An aid in the treatment of acne. E * : to 
Dosage and Administration: Wash affected arii RA aoe iege ym 
areas prior to application. Apply sparingly ; 
one or more times daily or as directed 

by physician. 

Contraindications: Should not be used 

by patients having known sensitivity to 
benzoyl peroxide or any of the compo- 
nents of this preparation. anc 
Precautions: For External Use Only. Not e Proved clinically safe 
for ophthalmic use. Keep away from eyes (report on request). 
and mucosae. Very fair individuals should 
begin with a single application at bed- 
time allowing overnight medication. May 
bleach colored fabrics. Keep this and all 
other medications out of the reach of 
children. 


e Patented self-correcting needle. 


e No-puncture safety feature helps 
prevent infection. 


p=- FOR PHYSICIAN ORDERING =u um m um - 


Caution: Federal law prohibits dispensing MERE Co., Dept D-108 : 
How Supplied: Plastic tubes, 1) oz i DE p E RD MINAORN A 

and 3 oz. : 
(May be returned with no obligation.) 

: [] PERMA TWEEZ $19.95 

enka Mr sexies i [] ATTACHMENT $3.00 i 
call toll free 800-523-66 L (for treating others) i 
4 [] INVOICE AFTER 30 DAYS A 
P [] CHECK ENCLOSED i 
a t 
A STREET i 
Dermik Laboratories, Inc. ! T 
Fort Washington, Pa., U.S.A. 19034 i a Bee NU SEE A SSF PENSER i 
Bos an m an a aa as m un an mum d mum m m m m m um 4d 
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EFFECTIVENESS LISTING 
b ATOPIC DERMATITIS 


8 patients; 100% improved? 
(0.1% Cream) 
82 patients; 100% improved® 
(0.1% Cream) 
27 patients; 96% improved"? 
(0.1% Cream) 
14 patients; 100% improved"? 
(0.196 Cream) 
171patients; 92% improved"® 
(0.196 Solution) 
249 patients; 92% improved'? 
(0.02596 Cream) 
214 patients; 9596 improved?’ 
—— (0.1% Ointment) — 
247 patients; 93% improved?’ 
(0.025% Ointment) 


) CONTACT DERMATITIS 


33 patients; 100% improved" 
(0.1% Cream) 


) ECZEMATOID DERMATITI 


23 patients; 78% improved? 
(0.1% Cream) 
204 patients; 95% improved® 
(0.1% Cream) 
65 patients (12 with occlusion); 
100% improved? (0.1% Cream) 
252 patients; 97% improved"? 
(0.1% Cream) 
20 patients; 100% improved'? 
(0.1% Cream) 
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8 patients; 100% improved'? 
(0.196 Cream) 


b NEURODERMATITIS 


12 patients; 83% improved? 
(0.196 Cream) 

18 patients; 8996 improved? 
(0.1% Cream) 


) PSORIASIS 


45 patients; 95% improved? 
(0.1% Cream) 
153 patients; 94% improved* 
(0.196 Cream) 
23 patients; 9696 improved? 
(0.1% Cream) 
45 patients (17 with occlusion); 
95.596 improved? (0.1% Cream) 
49 patients (with overnight 
occlusion); 
96% improved? (0.1% Cream) 
140 patients; 94% improved"? 
(0.196 Cream) 


S 53 patients; 98% improved’? 


(0.196 Cream) 

32 patients; 100% improved"? 
(0.196 Cream) 

60 patients; 95% improved'^ 
(0.196 Cream) 

50 patients; 9696 improved'* 
(0.1% Cream) 

27 patients; 96% improved'* 
(0.196 Solution) 


HALOG (HALCINONIDE) 


105 patients; 10096 improved" 
(0.196 Cream) 

194 patients; 78% improved'* 
(0.196 Solution) 

184 patients; 7295 improved'? 
(0.02596 Cream) 

166 patients; 87% improved?? 
(0.196 Ointment) 

279 patients; 73.5% improved?’ 
(0.02596 Ointment) 


b LOCAL 
ADVERSE REACTIONS 


O96 0f 33 patients’ (0.1% Cream) 
O96 of 88 patients? (0.1% Cream) 
3% of 140 patients? (0.1% Cream) 
O96 of 59patients* (0.1% Cream) 
1% of 457 patients* (0.1% Cream) 
O95 0f 23patients" (0.1% Cream) 
096 of 132 patients* (0.1% Cream) 
O96 0f 49patients* (0.195 Cream) 
5% of 410 patients’? (0.196 Cream) 
O95 0f 27 patients'' (0.1% Cream) 
2% of 100 patients’? (0.1% Cream) 
2960f 50patients'* (0.1% Cream) 
O96 of 27 patients'* (0.196 Solution) 
2.6% of 380 patients'*(0.196 Solution) 
096 (Draize Test) of 251volunteers'* 
(0.196 Solution) 
3% of 456 patients'*(0.02595 Cream) 
096 (Draize Test) of 220 volunteers'® 
(0.02596 Cream) 
0.25% of 400 pts?°(0.1% Ointment) 
O% (Draize Test) of 251 volunteers?° 
(0.1% Ointment) 
0.7% of 542 pts?"(0.025% Ointment) 


) HALOG CREAM 0.1% 


Halcinonide Cream 0.1% 


Contact Dermatitis (33 patients), 
9796 improved' 

Atopic Dermatitis, Psoriasis, 
Eczematoid Dermatitis, 
Neurodermatitis 
(88 patients); 9096 improved? 

Psoriasis (23 patients); 

9696 improved" 

Psoriasis (49 patients); 

96% improved? (with overnight 
occlusion) 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis, 
Neurodermatitis 
(47 patients); 98% improved* 

Psoriasis(60 pts}95% improved'^ 

Neurodermatitis, Atopic Dermatitis, 
Psoriasis, Eczematoid Dermatitis 
(59 patients); 98% improved* 

Psoriasis (50 patients); 

96% improved'* 

Atopic Dermatitis, Psoriasis, 

Neurodermatitis, 
Eczematoid Dermatitis 
(457 patients); 96% improved? 

Psoriasis (105 patients); 
10096 improved"? 

Eczematoid Dermatitis, 
Psoriasis (110 patients— 
12 eczematoid 
and 17 psoriasis cases 
had occlusive 
dressings); 98% improved? 

Atopic Dermatitis, Eczematoid 
Dermatitis, Psoriasis 
(27 patients); 88% improved " 

Eczematoid Dermatitis, Psoriasis 
(392 patients); 96% improved? 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis 


(100 patients), 98% improved"? 
Atopic Derma#tis, Psoriasis, 

Eczematoid Dermatitis 

(54 patients); 10096 improved’ ° 


> HALOG SOLUTION 0.1% 


Halcinonide Solution O. 195 


Psoriasis (27 patients); 
9696improved's 

Atopic Dermatitis (171 patients); 
92% improved'* 

Psoriasis (194 patients); 
78% improved'? 


P HALOG OINTMENT 0.1% 


Halcinonide Ointment0.1% 


Atopic Dermatitis (214 patients); 
95% improved?° 

Psoriasis (166 patients); 
87% improved?’ 


P HALOG CREAM 0.025% 


Halcinonide Cream0.025% 


Psoriasis (184 patients); 
7296 improved'* 

Atopic Dermatitis (249 patients); 
9296 improved'? 


P HALOG OINTMENT 0.0259 


Halcinonide Ointment 0.0259 


Atopic Dermatitis (247 patients); 
93% improved?" 
Psoriasis (279 pts); 73.5% improved?" 
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HALOG" (HALCINONIDE) 


* CREAM/OINTMENT/SOLUTION | 


Halog Cream 0.02596 (Halcinonide Cream 
0.025%) and Halog Cream 0.196 (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 
cinonide per gram, respectively, in a specially for- 
mulated cream base. Halog Ointment 0.02596 


XHalcinonide Ointment 0.02596) and Halog Oint- 
AMA | 3 
DE 


ment 0.1% (Halcinonide Ointment 0.1%) contain 
0.25 mgand 1 mg halcinonide per gram, respec- 

e Objective 
e Reliable 


tively, in Plastibase® (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.196) per ml. 
CONTRAINDICATION: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 
PRECAUTIONS: General — |f irritation develops, H 
discontinue the product and institute appropriate e Comprehensive 
therapy. In presence of an infection, institute use of 
a ~ asuitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- $37 50 
continue the corticosteroid until the infection has etu pie 1 xu 
been adequately controlled. If extensive areas are an members call the 
treated or if the occlusive technique is used, there PIG BOR Hetaeurmy discounts. 
will be increased systemic absorption of the cor- 


ticosteroid and suitable precautions should be AMA DRUG EVALUATIONS, Third Edition, has 
taken, particularly in children and infants. These 


7 
3 
4 ; 
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* 


set new standards for objectivity, reliability, and 
preparations are not for ophthalmic use. 
Usage in Pregnancy —Although topical steroids COIRDPE ehensiveness in a drug compendium. The 
have not been reported to have an adverse effect on official AMA drug manual, it combines the best 
human pregnancy, the safety of their use in preg- medical opinion of your colleagues and has been 
nant women has not been absolutely established. designed to give you the information you need on all 
In laboratory animals, increases in incidence of recognized uses and routes of administration — labeled 


fetal abnormalities have been associated with ex- 
<= posure of gestating females to topical corticoste- 

roids—in some cases at rather low dosage levels. 

Therefore, drugs of this class should not be used 


and unlabeled—for virtually all drugs currently 
available in the U.S. 


extensively on pregnant patients, in large amounts, AMA-DE/3 covers virtually every significant drug 
ed MR. TM ca abe prescribed in the U.S. today. That amounts to in- 
sive dressing increases the percutaneous absorp- dividual evaluations for more than 1300 single-entity 
tion of corticosteroids. For patients with extensive agents (61 new to this edition)—plus listings for 
lesions it may be preferable to use a sequential hundreds of additional mixtures and proprietary 
approach, occluding one portion of the body ata preparations, both prescribed and over-the-counter. 
time. Keep the patient under close observation if 

treated with the occlusive technique over large 

areas and over a considerable period of time. Occa- You can rely on AMA-DE/3 —whether you need 
sionally, a patient who has been on prolonged detailed therapeutic information for a class of drugs 


therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 


you do not frequently prescribe—or simply a pack- 
age size or manufacturer's address. When you get in- 


paired if large areas of the body are covered. Dis- formation from AMA-DE/3, you know it is accurate 
continue use of the occlusive dressing if elevation of and clinically pertinent because it has been compiled 
the body temperature occurs. Occasionally, a pa- by experts in the AMA's Department of Drugs work- 
tient may develop a sensitivity reaction to a particu- ing closely with the American Society for Clinical 
lar occlusive dressing material or adhesive and a Pharmacology and Therapeutics and a consulting 


substitute material may be necessary. If infection x. Ree 
develops discentinhé We use of me ceehinte panel of more than 300 contributing physicians and 
dressing and institute appropriate antimicrobial clinical pharmacologists. 
therapy. 

* ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 


costeroids, especially under occlusive. dressings: AMA Stylebook/Editorial Manual 
burning sensations, itching, irritation, dryness, fol- ; EARN ; 
liculitis, hypertrichosis, acneform eruptions, The Sixth Edition incorporates changes in style and 
perioral dermatitis, allergic contact dermatitis, usage obtained from experience in the editorial 
hypopigmentation, maceration of the skin, secon- offices of AMA's Scientific Publications Division. 
dary infection, skin atrophy, striae, and miliaria. Emphasis is on specific points of style used in JAMA 
For full prescribing information, consult package and AMA’s nine specialty journals. $6.50 

inserts. ana 

. HOW SUPPLIED: 0.025% Cream in tubes of 15g bookline 
and 60 g and in jars of 240 g (8 oz); 0.196 Cream ine 

r in tubes of 15g, 30g, and 60 g and in jars of 240 g o9 


on: . 800-225-5020 | *24 hours, 7 days, within the continental U.S. 
(8 oz); 0.02596 Ointment in tubes of 15 g and 60g REESE sidente: call (617) 486-0973; collect. 


and in jars of 240 g (8 oz); 0.1% Ointment in tubes 


of 15g, 30g, and 60 gand in jars of 240 g (8 oz); PSG MEDICAL BOOKS 


0.196 Solution in plastic squeeze bottles of 20 ml 


and 60 ml. Littleton, MA 01460 
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Ordinary topical cortico- 
steroids are generally not 
recommended when infection 
complicates dermatoses * 
That’s why your patients need 
Vioform®H ydrocortisone. 

Because Vioform- 
Hydrocortisone provides 
four-way action 1n just one 
preparation—antibacterial 
and antifungal, as well as 
antipruritic and anti- 
inflammatory actions. Think 
of it first for thorough, fast 
clearing of skin problems on 
Miami...or on any beach. 


*This drug has been evaluated as possibly ef- 
fective for these indications. 


Vioform*Hydrocortisone 


(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National 
Academy of Sciences-National Research 
Council and or other information. FDA has 
classified the indications as follows 
"Possibly" effective: Contact or atopic der- 
matitis; impetiginized eczema: nummular 
eczema: infantile eczema; endogenous 
chronic infectious dermatitis; stasis der- 
matitis: pyoderma: nuchal eczema and 
chronic eczematoid otitis externa: acne ur- 
ticata: localized or disseminated neuroder- 
matitis: lichen simplex chronicus: anogenital 
pruritus (vulvae. scroti. ani): folliculitis: bacte- 
rial dermatoses: mycotic dermatoses such as 
tinea (Capitis, Cruris, corporis. pedis): 
moniliasis: intertrigo. 

Final classification of the less-than-effective 
indications requires further investigation 





CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone. or 
any of its ingredients or related compounds: 
lesions of the eye: tuberculosis of the skin: most 
viral skin lesions (including herpes simplex, vac- 
cinia. varicella) 


. All dear in 
Miami 


WARNINGS 

This product is not for ophthalmic use 

In the presence of systemic infections. appropri- 
ate systemic antibiotics should be used 

Usage in Pregnancy 

Although topical steroids have not been reported 
to have an adverse effect on pregnancy. the 
safety of their use in pregnant women has not 
been absolutely established. In laboratory ani- 
mals. increases in incidence of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. There- 
fore. drugs of this class should not be used ex- 
tensively on pregnant patients in large amounts or 
for prolonged periods of time 

PRECAUTIONS 

May prove irritating to sensitized skin in rare 
cases. If irritation occurs. discontinue therapy 
Staining may occur 

Signs and symptoms of systemic toxicity. electro- 
lyte imbalance, or adrenal suppression have not 
been reported with Vioform-Hydrocortisone 
Nevertheless. the possibility of suppression of the 
pituitary-adrenal axis during therapy should be 
kept in mind. especially when the drug is used 
under occlusive dressings. for a prolonged 
period, or for treating extensive cutaneous areas 
since significant absorption of corticosteroid may 
occur under these conditions. particularly in chil- 
dren and infants 

Vioform may be absorbed through the skin and 
interfere with thyroid function tests. If such tests 
are contemplated. wait at least one month be- 
tween discontinuation of therapy and perfor- 
mance of these tests. The ferric chloride test for 
phenylketonuria (PKU) can yield a false-positive 
result if Vioform is present in the diaper or urine 
Prolonged use may result in overgrowth of non- 
susceptible organisms requiring appropriate 
therapy. 

ADVERSE REACTIONS 

There have been a few reports of rash and hyper- 
sensitivity. The following local adverse reactions 
have been reported with topical corticosteroids, 
especially under occlusive dressings: burning: 
itching: irritation; dryness: folliculitis: hyper- 
trichosis; acneiform eruptions: hypopigmentation 
perioral dermatitis: allergic contact dermatitis: 
maceration of the skin: secondary infection: skin 





atrophy; striae: miliaria. Discontinue therapy if 

any untoward reaction occurs. 

DOSAGE AND ADMINISTRATION 

Apply a thin layer to the affected parts 3 or 4 

times daily. 

The Cream. because of its slight drying effect. is 

primarily useful for moist. weeping lesions: the 

Lotion is particularly suitable for application be- 

hind the ears and in intertriginous areas of the 

body: the Ointment is best used for dry lesions 

accompanied by thickening and scaling of the 

Skin 

The Mild Cream and Mild Ointment should be 

used when treating lesions involving extensive 

body areas or less severe dermatoses 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydro- 

cortisone in a water-washable base containing 

stearyl alcohol. cetyl alcohol. stearic acid, petro- 

latum, sodium laury! sulfate, and glycerin in 

water: tubes of 5 and 20 Gm. 

Ointment, 396 iodochlorhydroxyquin and 1% 

COLE DURO in a petrolatum base: tubes of 20 

m 

Lotion, 3% iodochlorhydroxyquin and 1% hydro- 

cortisone in a water-washable base containing 

stearic acid, cetyl alcohol, lanolin, propylene 

glycol, sorbitan trioleate. polysorbate 60. 

triethanolamine. methylparaben, propylparaben. 

and perfume Flora in water: plastic squeeze 

bottles of 15 ml 

Mild Cream, 3% iodochlorhydroxyquin and 0.5% 

hydrocortisone in a water-washable base contain- 

ing stearyl alcohol. cetyl alcohol, stearic acid 

petrolatum, sodium laury! sulfate. and glycerin in 

water: tubes of Vez and 1 ounce 

Mild Ointment, 3% iodochlorhydroxyquin and 

0.596 hydrocortisone in a petrolatum base: tubes 

of 1 ounce C78-19 (9 78) 665661 
187-90744 

CIBA Pharmaceutical Company 

Division of CIBA-GEIGY Corporation 

Summit, New Jersey 07901 
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. Potency ina 
referred form 
or many dry 


or excoriated 


lesions. 





Lidex*-E offers the long-established potency 

of fluocinonide in a soothing emollient cream 
base. Because it is less drying than a cream and 
has the lubricating qualities of an ointment, it is 
especially useful in both inflamed, excoriated 
lesions and dry lesions with moderate scaling. It is 
indicated in such steroid-responsive dermatoses 
as nummular dermatitis, lichen simplex chronicus, 
and atopic eczema with flexural lichenification. 


Also preferred when the cosmetic 
quality is a concern. 


Lidex-E is also a preferred topical steroid in 
lesions involving areas where cosmetic appear- 
ance is important to the patient. The Lidex-E 
base vanishes readily into the skin and is 
non-greasy and water-washable, making it 
cosmetically acceptable to patients. It may be 
used in the difficult-to-treat intertriginous areas 
and flexural creases. 

See following page for summary of prescribing information. 


Lidex-E—whenever potency is needed and a soothing, 
cosmetically acceptable topical steroid is indicated. 





Lidex-E 
(fluocinonide) 
Cream OO596 


Prescribing Information 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula óa, 9-difluoro-118, 16a, 17, 24-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 
21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg. /g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 
Indications Inflammatory manifestations 
of corticosteroid-responsive dermatoses. 
Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 

Precautions If irritation develops, discontin- 





ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX*-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 


Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 


How Supplied LIDEX-E cream 0.0596 — 15g., 
30g. and 60g. tubes 





SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


And Those of Your | 
Nursing Home Patients 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


e Doctor's Role in the Nursing Home 

* Medical Direction in Long-Term Care Facilities 

* Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 
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| Order Dept./OP-22 SA 

! . American Medical Association 

! | 535 N. Dearborn/Chicago, IL 60610 

I 

| Please send copy(ies) of THE MEDICAL DIREC- 

| TOR IN THE LONG-TERM CARE FACILITY, OP-22. at 

| $3.50 each. Enclosed is $ , payable to the 

| AMA 

| 

| Name 
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- Head & Shoulders 
second to none 


57% improvement with 


Head & Shoulders* 
Effects of Test Products on Dandruff Condition 












Head & Shoulders 
proved as effective 
as leading Rx 
shampoo in dandruff 
control 


Results of a double-blind clinical study, 
graphically shown at the left, demonstrated 
that Head & Shoulders is as effective in 
reducing the severity of dandruff as the most 
commonly prescribed prescription product. 
The test products were Head & Shoulders, 

a 2.5 per cent Selenium Sulfide Suspension, 
and a placebo (Head & Shoulders without 

its active ingredient). 


$ 


S 


Cosmetically pleasing, 
easy to use 


8i Leaves hair clean, manageable, and 
attractive. 


m Requires no change in normal shampooing 
techniques to achieve therapeutic effect — 
need not be left on scalp for a specified time. 


m Gentle enough to be used every time your 
patient shampoos. 


% | mprovement in Scalp Grade 
© 


Head & 2.5% Selenium Placebo 
Shoulders Sulfide (Head & Shoulders 


Suspension without Active 
Ingredient) 








*Orentreich, N., et al. : Comparative study of two antidandruff preparations, 
J. Pharm. Sci. 58:1279 (Oct. ) 1969. 


"Head & Shoulders 


A therapeutic shampoo with zinc pyrithione z 





©1978 BY PROCTER & GAMBLE 





Head & 
Shoulders 


Active Ingredient Zinc Pyrithione 
suspended in an Anionic Detergent 
System 


COMPOSITION: 

Lotion: Zinc Pyrithione in a shampoo 
base of Water; Tea-Lauryl Sulfate; 
Cocamide MEA; Triethanolamine; 
Magnesium Aluminum Silicate; 
Hydroxypropyl Methylcellulose; 
Fragrance; FD&C Green #3; and D&C 
Green #5. 


Cream: Zinc Pyrithione in a Shampoo 
base of Water; Sodium Cocoglyceryl 
Ether Sulfonate; Sodium Chloride; 
Sodium Lauroyl Sarcosinate; Cocamide 
DEA; Cocoyl Sarcosine; Fragrance; FD&C 
Green #3; and D&C Green #5. 


INDICATIONS: 
Treatment of dandruff and seborrheic 
dermatitis of the scalp. 


PRECAUTION: 

Not to be taken internally. Keep out of 
childrens reach. Avoid getting shampoo 
in eyes — if this happens, rinse eyes 
thoroughly with water. 


DOSAGE: 

Use at least twice a week initially for two 
weeks, and ad libitum thereafter. A 
minimum of four shampooings are 
recommended before full antiseborrheic 
effectiveness should be expected. Testing 
shows that Head & Shoulders is safe and 
gentle enough to use for every shampoo. 


SUPPLIED: 

Lotion form available in 4.0 fl. oz., 
7.0 fl. oz., 11.0 fl. oz., 15.0 fl. oz. 
Cream form available in 2.5 oz. and 


4.0 oz. jars or 17 oz., 2.5 oz., 4.0 oZ., 
and 7.0 oz. tubes. 
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a quick reference 
to the AMA’s large collection 
of medical films 


and its yours free 
with the coupon below 


You'll find nearly 100 pages of 
medical motion picture titles and 
descriptions in this new catalog— 
well over 300 titles and many of 
them brand new! All are available 


on loan basis for a slight service 
charge. 


American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ATTN: Dept. of Audio Visual 
Self Learning Programs. 


Please send me your catalog: 
AMA Medical Health Film Library 
1976 


Name 
Title 
Organization 


Address 
City 





State/Zip 
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DIOXYBENZONE AND 
| CREAM V. S.P. 





Shuns UVB and UVA— | 
SOLBAR 


Contains Water Insoluble MWtzs Gm. gel 
Benzophenones. 


Aids in Preventing 
Wrinkling, Freckling and Drying 
due to overexposure to the sun. 











PERSON & 
COVEY INC. 


GLENDALE, CALIF. 91201 


wheals/erythema / pruritus 
en symptoms 
of urticaria 

d attention.. 
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Periactin 





(Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and: sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 


occur—fatique, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, agranulocytosis, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or ¥% iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCl 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 





MSD For more detailed information, 

MAR consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 





How to prescribe 


PERIACTIN^ 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup 
containing 2 mg 
of cyprohepta- 
dine HCl in each 
5-ml teaspoonful 
(with alcohol 5%) 
















Scored 

Tablets 
containing 4 mg 
of cyprohepta- 
dine HCl each 
















Recommended Dosage 
Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 

1l teaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 

b.i.d. or t.i.d. 








Children—7 to 14 years 


Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
orltablet, bid. or 4 tablets 





or t.i.d. 










Adults Maximum 
Usual daily dosage 
dosage 024 mg per lb 
2teaspoonfuls per day 
orltablet,tid. or 0.5 mg per 


kilo per day 













Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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ASSISTANT PROFESSOR 
OF DERMATOLOGY 


With background in dermato- 
logical surgery. MD degree—board 
eligible. Participate in the educa- 
tion and service programs of a 
dermatology department in the 
school of medicine. Duties include 
running the outpatient clinic and 
teaching of students and house 
officers. 


Send curriculum vitae and bibliog- 
raphy and request recommenda- 
tions be sent to: 


Aaron B. Lerner, MD 

Professor and Chairman 

Department of Dermatology 

Yale University School of 
Medicine 

333 Cedar Street 

New Haven, Connecticut 
06510 





We can do 
much more 
together. 


"Dic aL 








Open New Doors 
for your 


Alcoholic 
Patients 


How can you enhance your effective- 
ness in the treatment of alcoholism? 
By acquiring the maximum amount of 
useful information on this complex Ill- 
ness. The Manual on Alcoholism, from 
the American Medical Association, 
offers you current authoritative infor- 
mation on diagnosing and treating 
alcoholics. 





A glance at the contents reveals 
these sections: 


e The Problem 


* The Causes 

* Alcohol: Its Metabolism 
and Pharmacology 

* Diagnosis and Treatment 

* Appendix 





Manual on Alcoholism provides you 
with a highly beneficial overview of 
the primary considerations involved in 
alcoholism-from the physician's point 
of view. The principal difference be- 
tween this newly revised edition and 
the previous edition is the incorpora- 
tion of major portions of Medical Com- 
plications of Alcohol Abuse, which is 
out of print. $2.50 


Order Dept. OP-185 S/J 
American Medical Association 

535 N. Dearborn 

Chicago, IL 60610 


Please send copv(ies) of MANUAL 
ON ALCOHOLISM, OP-185, at $2.50 
each. I enclose $ , payable to 
the AMA. 


Name 
Address 
City/State/Zip 


Rx only 


Lofrimini--:.- 
lofrirazol 

indicated for 
Trichophyton 
mentagrophytes, 
Trichophyton 

rubrum, 


Epidermophyton 


floccosum, 
Microsporum canis, 
Candida albicans, 
and 

Maələsseziə furfur 


LOTRIMIN Cream 1% is supplied in 15 gm. 
and 30 gm. tubes. 


LOTRIMIN Solution 196 is supplied in 10 ml. 
and 30 ml. plastic bottles. 





LOTRIMIN® brand of clotrimazole 
CREAM 1%/ SOLUTION 1% 

FOR DERMATOLOGIC USE 
BRIEF SUMMARY 


CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are contraindi- 
cated in individuals who have shown hypersen- 
sitivity to any of their components. 

WARNINGS 

LOTRIMIN Cream and Solution are not for 
ophthalmic use. 

PRECAUTIONS 

In the first trimester of pregnancy, LOTRIMIN 
should be used only when considered essential 
to the welfare of the patient. 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued 
and appropriate therapy instituted. 

ADVERSE REACTIONS 

The following adverse reactions have been re- 
ported in connection with the use of this product: 
erythema, stinging, blistering, peeling, edema, 
pruritus, urticaria, and general irritation of the 


skin. FEBRUARY 1977 


10988365 11025030 


For more complete details, consult your 
Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, N.J. 07033. 


Schering Corporation 
Kenilworth, New Jersey 07033 


Copyright ©1979, Schering Corporation. 
All rights reserved. 





THE“SWEAT SET” =- 


a setup for dermatomycoses 


| solution 195  . 


0] 1111-740) 


anticendidal and broad-spectrum 
entifungel coverage 


TINEA PEDIS (T. mentagrophytes) TINEA CRURIS (7. rubrum? 


| 1 yu 
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Before After 28 days b.i.d. therapy Before After 14 days 0./.d. therapy 


Please see Brief Summary on opposite page 





In multiple overt and 
surrounding subclinical sole 
keratoses " — "8 


6/22/72— Prior physical 
examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
topical applications 

of Efudex (fluorouracil) 
5% Cream. 
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7/27/72—During the 
month following initiation 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


9/14/72—The patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 





i Efudex (fluorouracil) 





Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: |f occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 


® 
5% Cream, 29oand 


Ef ude 596 Solutions 


- fluorouracil/Roche 


EC 






THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 


f th t 
* ll Efudex provides a cosmetically satisfying alternative 
to conventional therapy. Incidence of scarring is low, of par- 
ticular importance when treating multiple facial lesions. 
E Efudex therapy is convenient, effective and has shown 
a high degree of safety. .. systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 
o INDICATE lesions or those in easily accessible 
< 5 i qoe I D locations. However, topical chemo- 
FOR SUPERFICIAL therapy with Efudex (fluorouracil) 5% 
BASAL CELL CARCINOMA can be used for the treatment of multiple 
Management of superficial basal cell superficial lesions as well as for difficult 
carcinoma is often complicated by mul- treatment sites. Although during treat- 
tiple lesions which may extend over ment with Efudex the lesions and some 
large areas of the body. Conventional of the surrounding skin may become in- 
treatments such as surgical or radiation flamed and blistered temporarily, final 
therapy are still preferred for single results are cosmetically gratifying. 
Before prescribing, please consult complete product longed exposure to ultraviolet rays. Safe use in pregnancy 
information, a summary of which follows: not established. 
Indications: Multiple actinic or solar keratoses. In 596 Precautions: !f applied with fingers, wash hands im- 
strength, superficial basal cell carcinoma when conven- mediately. Apply with care near eyes, nose and mouth. 
tional methods are impractical, such as with multiple le- Solar keratoses failing to respond should be biopsied. Warn 
sions or difficult treatment sites. Establish diagnosis before patients that treated area may be unsightly during therapy 
treating, as this method has not been proven effective in and sometimes for several weeks after. Perform follow-up 
other types of basal cell carcinomas. Conventional tech- biopsies in superficial basal cell carcinoma. 
á niques preferred for isolated, easily accessible lesions, as Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
success rate is nearly 100%. Success rate with Efudex is tation and burning at application site most frequent; also 
about 93%. dermatitis, scarring, soreness, tenderness, suppuration, 


scaling and swelling. Also reported—insomnia, stomatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 
ranulation and eosinophilia. 
osage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration, 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas —apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice daily. Continue 
lt for at least 3 to 6 weeks, but possibly as long as 
10 to 12. 
How Supplied: Solution, 10-ml drop dispensers containing 
296 or 596 fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 596 fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 
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A unique, mildly medicated cleansing foam 
specifically for acne therapy. 


...optimally prepares acne-oily skin for your prescribed medication 
^ .augmented the therapeutic response to the primary topical modalities in 
76 of 80 cases...”” 


e ...leaves skin looking and feeling oil-free and clean 
“ ..While causing little or no erythema and/or peeling.” 


...pecomes an enjoyable part of total acne treatment 
"Acceptance, and even enthusiasm, increased throughout this investigation... '"* 


...enhances long-term compliance 
"Subjective patient opinion is that the basic program involving benzoyl peroxide 
and/or retinoic acid is improved, and therapeutic benefit accelerated with the 
concomitant use of this foam.” 


Contains. ..salicylic acid, 2%, solubilized in 
a patented protein-rich, liquid-to-foam 
vehicle. 


Yields...a desired balance between the 
antiseborrheic action of salicylic acid and its 
tendency to cause visible desquamation and 
erythema. 


Provides...an improved therapeutic 
response when used as an adjunct in the 
treatment of acne vulgaris—for your 
prescription or recommendation. 
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Economical...provides more than a month 
of cleansing foam when used as directed. 


For Patient Starters Call Toll-Free (800) 523-6674 


Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 


*Data on file, Medical Department, Dermik Laboratories, Inc., Fort Washington, Pa. 
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Introducing.. 


FOR FAN 
com 
Candida albicans Ec 
Epidermophyton floccosum 
Trichophyton rubrum 
Trichophyton mentagrophytes 
Microsporum canis 


Malassezia furfur 


= WE / S - - io 
196 Solution (CLOTRIMAZOL F 
a broad-spectrum antifungal* 





Cures a 

broad spectrum 
of common 
mycoses ina | 
majority of cases. | 


Due to susceptible organisms. 


Candidiasis (Moniliasis] 
Tinea corporis 

Tinea cruris 

Tinea pedis 

Tinea versicolor 


In double-blind, controlled studies involving more than 
1,300 patients, clotrimazole showed a high degree of 
efficacy... with a low incidence of adverse reactions and 


no observed hypersensitivity. ' 


Therapy may be initiated promptly, with likelihood of clinical 


Improvement. 


Single-entity agent...free from steroids and common 
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furfur. 
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Warnings: Mycelex Cream and 
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30 g tubes 
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The most important factor in the management of patients 


with atopic dermatitis is keeping the skin moist, according to 


members of a panel discussing the disease at a conference on 
dermatologic practice held at the University of North Carolina 


School of Medicine. 
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INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses 

CONTRAINDICATIONS: Viral skin diseases. 
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tivity to any component (not for ophthalmic 
ise); when circulation is markedly impaired 
WARNINGS: Safety use in pregnancy has 
not been absolutely established. Do not use 
extensively, in large amounts, or for pro- 
longed periods of time in pregnant patients 
PRECAUTIONS: If irritation develops, dis- 
continue use and institute appropriate ther- 
apy. In infections, use appropriate antifungal 
or antibacterial agents; if a favorable 
response does not occur promptly, discon- 
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tinue the corticosteroid until the infection 
iS adequately controlled. If extensive areas 
are treated or the occlusive technique is 
used, increased systemic absorption of the 
corticosteroid may occur; take suitable 
precautions. 
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mentation 
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aclive steroid, Triamcinolone Acetonide (a 
derivative of triamcinolone) in AQUATAIN, a 
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AQUATAIN is non-staining, water-washable, 
paraben-free, spermaceti-free and has 
a light texture and consistency 
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Is Atopic Dermatitis a place for water? l 
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base of propylene glycol, propyl gallate, disodium 
edetate, and Carbopol 940 (carboxypolymethylene) 4 
with NaOH and/or HCl added to adjust the pH. This 1 
clear, colorless, thixotropic vehicle is greaseless, non- 1 
staining and completely water miscible. The active 
ingredient is totally in solution. i; 
Indications Inflammatory manifestations of cortico- | 
steroid-responsive dermatoses. 
Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity to 
any of the components of the preparation., 
Precautions If irritation develops, discontinue the gel | 
and institute appropriate therapy. 
In the presence of an infection, institute use of an j 
appropriate antifungal or antibacterial agent. It a 
favorable response does not occur promptly, discon- 
tinue the corticosteroid gel until the infection has been 
adequately controlled. 
A valuabl " d t di ti d th : If extensive areas are treated or if rath gh technique 
is used, there will be increased systemic absorption of 
e gui e to lagnos Ic an erapeutic procedures the corticosteroid and suitable precautions should be 
for the ca ncer p atient taken, particularly in children and infants. 
The satety of topical steroids in pregnant women has 
C & not absolutely been established. In laboratory ani- 
à mals, increases in incidences of fetal abnormalities E 
. Current Concepts in Cancer |=: eeri opea 
females to topical corticosteroids, in some cases at g 
, . " "ME rather low dosage levels. Therefore, drugs of this class — — 
While national attention focuses on cancer through specialized cancer | should not be used extensively on pregnant patients, 4 


in large amounts or for prolonged periods ot time. 


centers, physicians are aware that the majority of cancer patients TOPSYN® (fluocinonide) gel is not for ophthalmic use. 
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are treated in office pr j í ici ici 5 Adverse reactions Local adverse reactions reported 
. e P actices For most practicing physicians, can with topical corticosteroids: burning, itching. irritation, 
cer treatment is not a research objective, but a very practical prob- dryness, folliculitis, hypertrichosis, acneform eruptions, 
À ; hypopigmentation, perioral dermatitis, allergic con- 
lem in patient management. tact dermatitis, maceration of the skin, secondary 


infection, skin atrophy, striae, miliaria. 
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published in the Journal of the American Medical Association, is cose dei Pad. | 
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and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing principles of diagnosis and surgical, 


radiotherapeutic, and chemotherapeutic treatment. ! 
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Finally, TOPSYN gel is especially convenient 
because it drys quickly. Thus, patients who must 
work with their hands, for example, need not 
worry about sticky palms. 
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Because of its propylene glycol content and 
potency of the steroid, TOPSYN gel can be 
especially useful in steroid-responsive hyper- 
keratotic lesions affecting problem areas like the 
palms and soles. This is due to the keratolytic 
properties of its vehicle. In addition, 100% steroid 
solubility helps foster good penetration. 


TOPSYN gel also spreads well and evaporates 
readily. Thus, it can be used successfully to treat 
lesions in hairy areas of the extremities or in 
steroid-responsive lesions of the scalp. 


Please see preceding page tor summary of prescribing intormation 





c BY RAM “hain he ~ TIEI Té y m3 D. gsm T L^ adi aliis ^v cam A = rer ST =s - T n - 
Re a ee RO) Se ee ON Sure ee ee 
Wen $ "s d ° e URF - "3 i z A "n ` X "us - : mn . T < j^ - 
"A PE. - 5 : "| ath 


= 
«v 


iginal Contributions 


^ 


Polymorphic Pemphigoid 


Juan F. Honeyman, MD; Ana Robles Honeyman, MT; Marco A. De la Parra, MD; Alicia Pinto, MT; Gonzalo J. Eguiguren, MD 


e We describe 20 patients with a 
chronic polymorphic eruption; they 
shared clinical, histopathological, and 
therapeutic features of both dermatitis 
herpetiformis and bullous pemphigoid 
(BP). In 14 of these 20 cases, direct and 
indirect immunofluorescence studies cor- 
responded to BP. The remaining six 
patients showed IgA deposits in a linear 
pattern at the basement menbrane zone, 
and two of these six showed IgA pemphi- 
goid antibodies in their sera as well. No 
significant clinical and histological differ- 
ences were detected in the patients, in 
connection with the immunological find- 
ings. Furthermore, one patient's condi- 
tion, which was studied by repeated 
immunofluorescence examinations, 
changed from a linear IgA pattern and a 
negative indirect test to a linear IgG 
pattern and a positive reaction for IgG 
pemphigoid antibodies. We concluded 
that these cases constitute a polymorphic 
variant of BP. 

(Arch Dermatol 115:423-427, 1979) 


he distinction between bullous 
pemphigoid (BP) and dermatitis 
herpetiformis (DH) is, in most in- 
stances, easily determined. However, 
there are atypical cases that share 
features of both diseases."* There- 


- fore, there has been confusion con- 


x. 


cerning the diagnosis, nomenclature, 
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and classification of the disease in 
these patients. Are these cases vari- 
ants? If so, of what disease? Is there 
an overlap between BP and DH? 

When it is difficult to reach a diag- 
nosis, four major criteria are used: (1) 
clinical features, (2) therapeutic re- 
sponse to sulfapyridine or dapsone or 
both, (3) histopathological findings, 
and (4) immunopathological studies. 
An additional criterion is involvement 
of jejunal mucosae in DH."* 

In this communication, we describe 
20 patients who were thoroughly stud- 
ied and whose clinical and diagnostic 
findings suggested either DH or BP; 
however, with proper follow-up, these 
patients had BP by standard crite- 
ria. 

Our analysis of the clinical features 
of the 20 patients is based on the 
opinions of the majority of the 
authors of textbooks of dermatolo- 
gy.” Thus, our conclusions on the 
therapeutic response to the sulfonam- 
ides or dapsone are reached by taking 
into account the views of these 
authors*' and the observations of 
Van der Meer, Chorzelski et al,'® and 
Bolgert.^ The interpretations of the 
histopathological findings were based 
on the opinions of Piérard and Whim- 
ster,’ Lever,* and Eng and Mon- 
cada.” 

The criteria for immunofluores- 
cence diagnosis are well known. Der- 
matitis herpetiformis has granular 
IgA deposits in the dermal papillae 
that surround the bulla, and DH has 
no circulating antibodies.'*:'*-*° Bullous 
pemphigoid has specific deposition of 
IgG and complement in a linear-stain- 
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ing pattern at the dermal-epidermal 
junction in the lesion, in the surround- 
ing area, and in uninvolved skin. 
Furthermore, there are specific anti- 
basement membrane antibodies or 
pemphigoid antibodies in the patient's 
serum.'??r?? 


METHODS 


All the patients were examined and 
followed up clinically, histologically, and 
immunologically. 

Bulla and blood eosinophils were studied 
in every case, and tests for malabsorption 
were performed in seven cases. 

Skin biopsy specimens from early lesions 
and from uninvolved skin were obtained 
for direct tissue immunofluorescence. As 
antigenie tissues for indirect immunofluo- 
rescence tests, human, cat, mouse, and 
rabbit esophagus, as well as normal human 
skin (obtained from healthy volunteers 
from unexposed areas), were employed. 

Fluorescent conjugates (Hyland), goat 
antihuman IgG, IgA, IgM, and C3 were 


used. The immunofluorescence procedures 


and controls were performed as suggested 
by Beutner et al.?'^ 

The mieroscopie equipment consisted of 
a fluorescence mieroscope with a high- 
pressure mercury arc lamp, a 2-mm excita- 
tion filter (model UG-1), and a barrier 
filler (model K-430). All the specimens 
were examined under a darkfield micro- 
scope. 


REPORT OF CASES 


Case 1.—A 60-year-old man was first 
seen in August 1967 with a 20-month histo- 
ry of a papulovesicular eruption. Severe 
itehing and a burning sensation were the 
main symptoms. The patient was treated 
daily with 500 mg of sulfamethoxypyrida- 
zine, with excellent results. A diagnosis of 
DH was made on the basis of the clinieal 
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Table 1.—Features of Patients* 


Feature 
ea 
Histolo- 
gical 


Case/Age, 
yr/Sex 


1/60/M 
2/42/F 
3/73/F 
4/69/F 


Clinical 
BP-DH BP-DH IgG 
BP-DH BP-DH IgG 
BP-DH BP 


BP-DH BP-DH IgA 


Immunofluorescence 
i ——————————————————————— —————————— 


Direct; 


IgG-C3 


Treatment 

Follow- 
Indirecti Initial 
IgG, 1:50 

IgG, 1:50 

IgG, 1:640 


IgA, 1:4 S 


07v 


5/52/F BP-DH BP IgA Negative S-P P 


6/53/M | BP-DH 
8/22/F 
9/38/F 

10/67/F 

11/78/F 

12/74/M 

13/54/F 

14/39/M 

15/64/F 

16/51/F 

17/50/F 

18/60/F 


BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH BP-DH 
BP-DH BP-DH 
BP-DH BP IgA 


BP-DH 
BP-DH 
BP-DH 
BP-DH 
BP-DH 


BP-DH 
BP-DH 


IgG-C3 
IgG-C3 
IgG-C3 
IgG-C3 
BP-DH IgG 


IgG-C3 
IgG-C3 
IgG-C3 
IgA-C3 


vIn 


Negative 


IgG, 1:50 
IgG, 1:160 
IgG, 1:20 
IgG, 1:160 
IgG, 1:160 
IgG, 1:10 
IgG, 1:20 
IgG, 1:100 
IgG, 1:320 
Negative 
Negative S 


"u|u[ujo|cdoc|'u|"|" 
NUT v| o| 


19/66/F BP-DH BP-DH IgA-C3 IgA, 1:5 S S 


20/58/M . BP-DH BP IgA 


Negative S-P - 





*BP indicates bullous pemphigoid; DH, dermatitis herpetiformis; S, sulfapyridine or dapsone; P, 


prednisone. 


TLinear staining at the dermal-epidermal junction was also positive for IgG (case 19), IgA (cases 1, 
3, 6, and 7), and IgM (cases 7, 8, 9, 11, 15, and 16). 
iPemphigoid anitbodies were also positive for IgM (cases 2, 7, 8, 11, 12, 15, and 16), IgA (case 7), 


and C3 (cases 3, 9, 11, and 16). 


and histopathological findings. 

After his dismissal, the patient did well 
and was able to control his disease with 
topieal steroids until early April 1973, when 
the disease flared again. His physical 
examination showed a polymorphic erup- 
tion of erusted erythematous plaques with 
grouped vesicles that left residual pigmen- 
tation. The lesions were on the extensor 
areas of the limbs in an asymmetrical 
distribution. The histopathological study 
showed a subepidermal bulla with periph- 
eral papillary microabscesses of eosino- 
phils. Direct immunofluorescence disclosed 
linear deposits of IgG and IgA at the 
basement membrane zone (BMZ). The indi- 
rect test was negative. 

The response to a treatment of 4 g of 
sulfapyridine daily for ten days, as well as 
a subsequent trial of 200 mg of dapsone 
daily, was unsuccessful. The patient finally 
improved with a combined therapy of 
dapsone (100 mg/day) and prednisone (30 
mg/day). At this time, a polymorphic vari- 
ant of BP was suspected. 

The disease was well controlled for two 
years with low doses of a combined therapy 
of dapsone and prednisone. Immunofluo- 
rescence studies, performed in June 1975, 
showed IgG and IgA at the BMZ and a 
negative indirect test. A new immuno- 
fluorescence study, performed in Decem- 
ber 1975, showed the same results; 
although, at that time, the combined thera- 
py failed to control a new flare of the 
disease, and the administration of 80 mg of 
prednisone daily was required. 

At present, the patient is receiving 15 
mg of prednisone on alternate days, with 
an occasional formation of a few vesicles. 
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The last immunofluorescence study, per- 
formed in January 1978, was positive for 
IgG-cireulating (pemphigoid) antibodies at 
the BMZ (Table 1). 

Case 2.—A symmetrical vesicular erup- 
tion suddenly developed on the back, 
buttocks, and extensor aspects of the legs 
of a 42-year-old woman in May 1972. 
Intensely pruritie, multiple-grouped vesi- 
cles and 5- to 10-mm bullae, which arose on 
an erythematous base and healed with 
pigmentation, gave a characteristic poly- 
morphism to the eruption. 

A biopsy specimen showed a subepider- 
mal blister and papillary neutrophilic 
mieroabscesses that surrounded the bulla. 
Linear deposition of IgG and IgM at the 
BMZ and IgG pemphigoid antibodies to a 
titer of 1:100 were the immunofluorescence 
findings. A diagnosis of a polymorphic 
variant of BP was made on the basis of the 
clinical, histopathological, and immuno- 
fluorescence features. 

The response to dapsone was unsuccess- 
ful, and the disease was controlled by the 
administration of 80 mg of prednisone 
daily for one year, with an occasional 
formation of a few blisters. 

Since Mareh 1973, the disease went 
under remission, and no treatment was 
required. An immunofluorescence test, 
performed in October 1973, proved nega- 
tive. A new relapse in July 1974 with 
similar polymorphie features that also 
involved the flexural aspects of the legs 
was properly studied. The histopatholog- 
ieal study showed features of both DH and 
BP. Immunofluorescence disclosed IgG at 
the BMZ, IgG pemphigoid to a titer of 1:80, 
and IgM pemphigoid antibodies to a titer 
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of 1:20. The eruption eleared with the \ 


administration of 40.mg of «prednisone 


daily. i. 
Multiple attempts have beef made to 


discontinue the prednisone, but when the 
dosage is decreased to less than 10 mg 
every other day, new lesions appear. The 
results of the last follow-up checkup, 
performed in October 1977, are shown in 
Table 1. 

Case 3.—A 73-year-old woman was seen 
initially in May 1972 with a 30-month 
history of a disease. The process had 
started on the extensor areas of the arms 
as a polymorphic eruption that gradually 
spread to the back, legs, and flexural 
aspects of the arms. The eruption consisted 
of multiple vesicles that arose on erythe- 
matous urticarial plaques and a few, scat- 
tered, excoriated vesicles on normal! skin 
(Fig 1). Histopathological studies showed a 
subepidermal bulla with an absence of 
microabscesses in the dermal papillae. 
Immunofluorescence tests showed linear 
IgA deposits at the BMZ and negative 
circulating antibodies. The therapeutic 
response to dapsone was excellent. 

Similar linear IgA, along the BMZ, and a 
negative indirect immunofluorescence test 
were found in August 1972 when the 
disease was well under control with a treat- 
ment of 500 mg of sulfamethoxypyridazine 
twich each week. Unfortunately, the 
disease exacerbated in May 1973, and a 
5-mm flaccid bulla on the left buccal muco- 
sa was also noted. On this occasion, the 
histopathological condition was diagnostic 
for BP; the immunofluorescence studies 
showed linear IgG, IgA, and C3 at the 
BMZ, and there were circulating IgG anti- 
bodies at the BMZ to a titer of 1:640 that 
fixed C3 to a titer of 1:40. Significant 
improvement followed the use of predni- 
sone and dapsone for systemic effects. At 
this time, a diagnosis of a polymorphic 
variant of BP was made. 

The patient did well and was able to 
control her disease with topical steroid 
creams until May 1977, when the eruption 
flared again with similar clinical and histo- 
pathological features (Table 1). Daily 
administration of 80 mg of prednisone 
cleared the eruption; since then, 10 mg of 
prednisone on alternate days has been 
required to control the disease. 

Case 4.—A 69-year-old woman with a 
14-month history of a pruritic polymorphic 
bullous disease was examined in August 
1976. She had vesicular bullous lesions that 
arose on the erythematous-urticarial base 
or on normal skin. The lesions had started 
on the extensor aspects of the lower 
extremities and, later, were noted on the 
back and buttocks. A 3 x 5-em tense bulla 
was present over the left leg. 


The biopsy specimen showed a large * 


subepidermal bulla and microabscesses in 
dermal papillae. Linear IgA deposits, along 
the BMZ, were found with the direct tissue 
immunofluorescence. The indirect immu- 
nofluorescence test, repeated several 
times, showed circulating IgA pemphigoid 
antibodies to a titer of 1:4 as the only 
positive finding. A polymorphic variant of 
BP was suspected. 


Polymorphic Pemphigoid—Honeyman et al 


y ` 







Fig 1.—Multiple vesicles on erythematous-urticarial base and few, 
scattered, excoriated vesicles on uninvolved skin on flexural 


aspects of right upper extremity (case 3). 


The patient was initially treated with 
100 mg of dapsone daily, with good results. 
She was last seen in March 1977 and contin- 
ued to be free of lesions while she took 500 
mg of sulfamethoxypyridazine twice each 
week. We have not seen her again since 
then. 

Case 5.—A 52-year-old woman was seen 
initially in September 1975 with a ten-year 
history of a blistering disease. Severe itch- 
ing, a burning sensation, and painful 
lesions were the main symptoms. The 
patient had a polymorphic eruption of 
grouped papulovesicular lesions on an urti- 
carial base, as well as vesicles and small 
blisters on normal skin. The lesions healed 
with residual pigmentation. The eruption 
initially involved the extensor aspects of 
the limbs, but spread to the chest, abdo- 
men, back, and flexural areas of the arms. 
Oral lesions were also noted. 

The biopsy specimen showed a subepi- 
dermal blister. A linear IgA pattern and 
absence of cireulating antibodies, both at 
the BMZ, were the results of the immuno- 
fluorescence tests. The response to dapsone 
was unsuccessful, and the addition of 60 
mg daily of prednisone was required to 
control the disease. The diagnosis of a 
polymorphic variant of BP was per- 
formed. 

The patient has been receiving 50 mg of 
dapsone and 10 mg of prednisone on alter- 
nate days since December 1975. Several 
attempts have been made to discontinue 
the treatment, but when the dosage is 
decreased, new lesions appear. She was 
examined regularly every three months; 
the results of her last checkup, performed 
in December 1977, are shown in Table 1. 


COMMENT 


The previous five cases are repre- 
sentative of the 20 patients whom we 
observed; each had a bullous skin 
disease that may well represent a 
polymorphic variant of pemphigoid. 
Fourteen patients were women, and 
six were men; their ages ranged from 
22 to 78 years. Their disease started 
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Fig 2.—Characteristics of eruption in case 9 (Table 1). Note 
symmetrical distribution and presence of vesicles, few small 


blisters, and residual hypopigmentation. 


Symptoms Rarely itching 





























Symmetry No 


Type of le- Monomorphism; 
sion large tense blis- 
























lae with no mi- 
croabscesses 


Linear IgG 


ological 

features 

Direct im- 
muno- 
fluores- 
cence 


Indirect im- 












Positive IgG 


fluores- 
cence 


Treatment 








Steroids 





suddenly, although eight of them 
initially had a localized eruption for 
less than one year before generaliza- 
tion developed. Moderate to severe 


itching and/or burning sensations 


were the main complaints. Few 
patients felt pain as well. 

Clinically, the eruptions had a sym- 
metrical distribution in 11 cases, with 
lesions mainly on the back, scapula, 
buttocks, and extensor surfaces of the 
limbs; seven patients also had lesions 


on the flexural areas, and five had 


Table 2.—Differential Diagnosis 


Bullous Polymorphic Dermatitis 
Criteria Pemphigoid Pemphigoid Herpetitormis 
Average More than 60 22-78 20-50 
age, yr 


Mode of Generalized Acute or gradual Acute or gradual 
onset 


Itching and burning 


Distribution Limbs, trunk, and Extensor aspects of the Extensor aspects 
of lesions flexural areas limbs (rare flexural), back, of the limbs, 
and buttocks scapula, and 


Frequent 
Polymorphism; papules, ve- 

sicles, small tense blis- 
ters ters, and large blisters 
occasionally 





Base Normal or dusky Erythematous or urticarial Erythematous or 
erythema or normal urticarial 

Oral lesions 1 of 3 cases 1 of 5 cases Rare 

Histopath- Subepidermal bul- Both Microabscesses in 


Linear IgG or IgA 


Positive IgG or IgA or nega- 
muno- tive 


Steroids and/or sulfones or 
sulfapyridine 





Itching and burning 





buttocks 
Yes 
Polymorphism; pa- 
pules, vesicles, 
and small tense 
blisters 













dermal papillae 







Granular IgA 













Negative 






Sulfones or sulfa- 
pyridine 


them on the oral mucosa. The eruption 
showed a characteristic polymorphism 
with small, tense blisters that arose on 
either the erythematous-urticarial 
base or on normal skin; these blisters 
were not grouped in a strictly herpeti- 
form fashion (Fig 2). Bulla that 
measured larger than 1 cm, papules, 
scales, and crusts were less frequent. 
As the eruption healed, it left residual 
pigmentation in 12 cases. 

Nine patients had eosinophilia— 
more than 10% in the peripheral blood 
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smear (600 to 3,000 eosinophils/cu 
mm). The blisters’ fluids of these 
patients also had an inereased number 
of eosinophils (up to 90% of the cells). 
Patient 8 (Table 1) had abnormal 
malabsorption tests; we did not take 
intestinal biopsy specimens in any of 
our cases. 

Histologically, the biopsy specimens 
of the lesions showed subepidermal 
bullae that were characteristic of BP 
in all the cases. However, 15 cases also 
show mieroabscesses in dermal papil- 
lae, as seen in DH. It is interesting to 
note that microabscesses are observed 
mainly in biopsy specimens that are 
taken from erythematous or urticarial 
lesions. 

The findings from direct and indi- 
rect immunofluorescence studies were 
typieal of BP in 14 patients. In six 
cases, the immunopathological inves- 
tigations demonstrate IgA as the 
main component in linear arrange- 
ment at the BMZ. Two of these 
patients with linear IgA also had 
circulating IgA pemphigoid antibod- 
ies in their sera. 

Only seven patients initially re- 
sponded to a therapeutic trial of sulfa- 
pyridine or dapsone. Six required the 
addition of low doses of prednisone, 
and seven did not show any improve- 
ment with this trial and required 
prednisone to control their disease. 
After several years of follow-up, the 
disease became more resistant to the 
treatment with dapsone, and most 
patients required prednisone, which 
seems to best fit the therapeutic diag- 
nostic criteria for BP. 

The disease had a chronic course 
with exacerbations and remissions. 
The eruption remained polymorphic 
even after excerbation, with the 
exception of three patients who 
relapsed with large bullae and high 
titers of pemphigoid antibodies. One 
patient (case 12, Table 1) died four 
years after the onset of his disease of 
a gallbladder cancer. 

Patients similar to the ones in this 
study have been previously described. 
Unfortunately, several confusing 
terms are used to describe these cases 
without significant differences in 
their findings.**-**2> In 1972, we 
reported five cases of a chronic poly- 
morphic bullous disease with clinical 
and histopathological features of both 
DH and BP. Initial immunofluores- 
cence studies showed typical BMZ- 
fixed IgG, IgM, and C3 in three cases, 
negative staining in one case, and 
BMZ-fixed IgA and C3 in the other 
case. Subsequently, all patients had 
tissue-fixed IgG that was characteris- 
tic of BP. Our conclusion was that 
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these cases were a variant of BP. Four 
years later, Bean et al^ studied seven 
similar cases and confirmed our initial 
opinion, ie, these cases represented a 
vesicular variant of BP. 

In January 1976, Jablonska et al 
reported nine patients who were very 
similar to our cases both clinically and 
histologically, but they suggested that 
these patients represented interme- 
diate or mixed forms of DH and BP; 
this suggestion was made mainly on 
the basis of the linear BMZ-fixed IgA 
and absence of pemphigoid antibodies 
that are found with the immunofluo- 
rescence studies. Similar patients 
with linear deposits of IgA, at the 
BMZ, as the only component are also 
called atypical DH or linear DH by 
other authors.?* 

Clearly it seems that the presence 
of linear deposits at the BMZ that are 
composed exclusively of IgA, as well 
as the absence of circulating BMZ 
antibodies, may also correspond to BP 
from the immunopathological point of 
view. Our present experience and 
recent reports provide the following 
evidence on which we base this opin- 
ion: 

1. Immunoglobulins and comple- 
ment deposits in a linear pattern at 
the BMZ with the direct immunofluo- 
rescence test and the presence of 
pemphigoid antibodies are character- 
istic of BP.1»21.22.26 

2. A linear IgA-staining pattern is 
identical to that of IgG in BP when 
the direct tissue immunofluorescence 
test is performed.''»5 

3. Immunoelectromicroscopie stud- 
ies of “typical DH" cases show IgA 
deposits below the basal lamina. 
Atypical cases with linear IgA show 
deposition in the lamina lucida, simi- 
lar to the pattern found in BP.*°-27-28 

4. Recent reports indicate that pa- 
tients with a linear IgA pattern often 
have circulating IgA pemphigoid anti- 
bodies.***° Our findings also confirm 
these reports. 

5. There is an existence of cases 
with a linear IgA fluorescent pattern 
that changes, after repeated studies, 
to linear IgA pattern and IgG 
pemphigoid antibodies. The condition 
of patient 3 in the present study also 
confirms this finding. 

It should be stressed that the 20 
patients in this study, as well as the 
cases previously reported under dif- 
ferent terms, such as mixed bullous 
disease, linear DH, vesicular pemphi- 
goid, are clinically similar to the 
patients whom we described in 1972.* 
Moreover, our present study gives us 
the chance to compare clinical, histo- 
logical, and therapeutic diagnostic 






criteria of two groups 6f patients; one 
with linear IgG and the other with! 


linear IgA as the main imrgunofluó- «°° 


rescence finding. We are able to 
establish that clinically all our pa- 
tients are alike, and that there are no 
significant differences when we try to 
correlate their clinical, histological, 
and therapeutic features with their 
immunopathological findings. Immu- 
nologically, our patients seem to best 
fit in with BP, independent of the 
immunoglobulin class involved. The 
deposits of immunoglobulins at the 
BMZ in a linear pattern seem to be of 
importance in the diagnosis of BP. 

Clinically and histologically, all the 
patients represent a mixture of fea- 
tures of both DH and BP with a 
polymorphic, but not exclusively vesic- 
ular, eruption; however, vesicles, in- 
stead of large bullae, were the main 
component of the eruption. The condi- 
tions of some of our patients respond- 
ed to sulfapyridine or dapsone but in a 
different way from the patients with 
classical DH, as previously re- 
ported.'-5» 

In accordance with the classical 
views of the French School, several 
authors describe three varieties of the 
Duhring-Brocq  syndrome?-^* the 
pemphigoid form, the herpetiform 
type, and the polymorphic form, which 
is characterized by the polymorphism 
of the eruption and occasional changes 
of the predominant type of lesions 
when relapses occur. Our 20 patients 
may well be considered to correspond 
to the polymorphic variety of the 
Duhring-Broeq syndrome, according 
to the French School, if we agree that 
this variety is a form of pemphigoid. 

We may conclude that we are deal- 
ing with a group of patients with 
pemphigoid whose conditions are not 
“typical BP," and these could be 
differentiated from DH as summa- 
rized in Table 2. 

Our experience, since we first 
described the existence of a variant of 
BP, considered later by us as a poly- 
morphic pemphigoid, as well as our 
present report, allows us to suggest 
that this polymorphic variant of BP 
could include vesicular pemphigoid 
and many of the mixed bullous 
diseases. This would help to avoid 
more confusions of the issue. . 

The polymorphic pemphigoid should 
be suspected in all atypical cases when 
it is diffieult to decide if the patient 
has either DH or BP. 


This study was supported in part by reSearth 
grants 72-8 and 723 from the University of Chile, 
Santiago. . 

We thank Hernan Hevia, MD, and Oscar Klein, 
MD, for their advice. 
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Correlation of Antibodies in Skin and 


serum With Disease Severity in Pemphigus 


Kenneth P. Judd, MD, PhD, Walter F. Lever, MD 


e Direct and indirect immunofluores- 
cence (IF) testing was performed on 63 
patients with active or inactive pemphigus 
in order to determine the reliability of 
these tests for diagnosis and for monitor- 
ing disease severity. Direct IF was posi- 
tive in 58 of 63 patients with pemphigus. 
The five patients with negative direct IF 
had been free of lesions for more than a 
year. Thus, the direct IF test is a reliable 
diagnostic procedure that shows positive 
findings early in the disease. Indirect IF is 
inferior to direct IF as a diagnostic test 
because it may be negative in early cases, 
as observed in four patients. Furthermore, 
indirect IF, contrary to claims, is not relia- 
ble for evaluating the status of the 
disease. Thus, in patients with lesions 
and receiving treatment, 4196 of the deter- 
minations showed a negative titer; where- 
as in patients free of lesions, 45% of the 
determinations showed a positive titer. In 
particular, seven patients without lesions 
and without treatment for more than a year 
had a positive titer. 

(Arch Dermatol 115:428-432, 1979) 


n pemphigus, antiepithelial anti- 
bodies can be detected in the 
serum of some patients by the indirect 
immunofluorescence (IF) technique.’ 
In addition, immunoglobulins often 
can be detected in the intercellular 
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spaces of the epidermis by the direct 
IF technique.* 

Several authors^' have suggested 
that the titer of circulating intercellu- 
lar antibodies correlates with disease 
activity. It has even been implied’ 
that this correlation could be useful in 
gauging therapy in patients with 
pemphigus. However, these studies 
were limited in that either only a 
single antibody determination was 
made on individual patients’ or only a 
few patients were followed up serial- 
ly.^ In recent years, one of us 
(W.F.L.) has observed that the anti- 
body titer does not always correlate 
with disease severity. In order to 
investigate this correlation, we have 
collected repeated serum samples 
from a large group of patients with 
pemphigus vulgaris or foliaceus. In 
addition, a skin biopsy specimen was 
obtained from each patient in order to 
study the frequency with which inter- 
cellular antibodies are present. 


PATIENTS AND METHODS 
Patients 


Sixty-three patients with active or inac- 
tive pemphigus vulgaris or foliaceus were 
studied. The clinical diagnosis was con- 
firmed in all patients by histologic exami- 
nation. Each patient had at least one biop- 
sy performed for direct IF testing. Also, 
serum was collected from each patient for 
indirect IF testing at least once, and in 
most instances every two to three months, 
for a period extending from six to 15 
months. 

The severity of the disease was assessed 
by one of us (W.F.L.) and graded as 
follows: 0, no lesions; 1+, slight involve- 
ment; 2+, moderate involvement; 3+, 
extensive involvement; 4+, very extensive 


involvement. 

The treatment in patients with exten- 
sive or very extensive involvement or in 
whom the disease was rapidly advancing 
consisted of high doses of prednisone: 300 
to 400 mg daily, usually for six to eight 
weeks, and occasionally for ten weeks. This 
was followed by maintenance therapy. 
Patients with early, stable pemphigus were 
given maintenance therapy from the 
beginning. The maintenance therapy, as 
previously outlined,* consisted initially of 
prednisone, 40 mg on alternate days, in 
combination with one of the following: (1) 
methotrexate, 20 mg orally once a week; (2) 
azathioprine, 150 mg orally once a day; (3) 
cyclophosphamide, 100 mg orally once a 
day; or (4) gold sodium thiomalate, 50 mg 
intramuseularly once a week. After ade- 
quate improvement had been obtained, the 
dosages were reduced very gradually 
during a period of at least one year. The 
dosage of prednisone was usually reduced 
first. 


IF Testing 


Direct IF and indirect IF testing was 
performed by a modification of the method 
described by Beutner et al.’ Commercially 
available goat antihuman IgG, IgM, IgA, 
and C3 with a fluorescein-to-protein ratio 
of 3.0 + 0.5:1 were used. Tissue specimens 
for direct IF were taken from normal skin 
of the upper arm, were transported in 
phosphate-buffered saline, 0.15 M, pH 7.4, 
were stored overnight at 4 to 8 °C, then 
frozen in liquid nitrogen within 24 hours 
after the biopsy specimen was taken and 
stored at —80 °C. The direct IF testing was 
always performed on the frozen specimen 
within one week. Similarly, serum samples 
for indirect IF testing, after being trans- 
ported and stored overnight at 4 to 8 °C, 
were frozen and stored at —80 °C, and the 
test was always done within one week. For 
all indirect IF tests, Hartley strain guinea 
pig esophagus was used as substrate. 
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'RESULTS 
* Direct IF Testing 


Skin biopsy specimens for direct IF 
were obtained from 63 patients: 51 
patients had pemphigus vulgaris, of 
whom 29 had lesions at the time of the 
biopsy and 22 were free of lesions. 
Twelve patients had pemphigus folia- 
ceus, of whom six had lesions at the 
time of the biopsy and six had none 
(Table 1). 

All 29 patients with active pemphi- 
gus vulgaris showed positive direct IF 
findings, which were intercellular in 
28 patients, but located in the base- 
ment membrane zone in one patient, 
even though this patient had oral 
lesions of pemphigus vulgaris, as 
proved by biopsy, and had circulating 
antiepithelial antibodies at a titer of 
1:40. In the 22 patients with pemphi- 
gus vulgaris who were free of lesions 


at the time of testing, 18 showed 
positive direct IF testing, which was 
intercellular in 17 patients, but was 
located in the basement membrane 
zone in one patient, even though this 
patient had circulating antiepithelial 
antibodies at a titer of 1:160. The 
remaining four patients had negative 
direct IF findings. These four pa- 
tients had been free of lesions and had 
received no treatment for 9, 8, 2, and 
]!? years, respectively. 

All six patients with active pemphi- 
gus foliaceus had positive direct IF 
tests, which were intercellular in all. 
Of the six patients with inactive 
pemphigus foliaceus, five showed in- 
tercellular deposits and one patient 
had negative findings. This patient 
had been free of lesions for 14 months, 
but was still receiving maintenance 
therapy. Thus, there was a total of 
five patients among the 63 patients 


Table 1.—Direct Immunofluorescence Findings in Patients With Pemphigus 


Positive 
Direct IF 


Type of Pemphigus Patients 


Pemphigus vulgaris 
With lesions 


Without lesions 


Pemphigus foliaceus 
With lesions 


Without lesions 


No. of Patients With 
Positive 


Indirect IF at 
Time of Direct IF 


p 
IgG IgM IgA C3 


Positive Negative 


47 19 24 23 





57 24 27 31 


*Two patients with pemphigus vulgaris showed IgG deposits along the basement membrane zone, 


rather than intercellularly. 


TOne patient with pemphigus foliaceus had IgM and IgA deposits without IgG deposits. 


Clinical Disease Severity 
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e = Pemphigus Vulgaris (35 Patients) 


O = Pemphigus Foliaceus (4 Patients) 
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Reciprocal Antibody Titer 
Fig 1.—Relationship between disease severity and antibody titers in patients with 


pemphigus. 
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No. of Antibody Determinations 


who had a negative direct IF test. 

Among the patients with positive 
direct IF tests, there were several who 
had been free of active disease and 
without treatment for a long time. 
Among the patients with pemphigus 
vulgaris with positive direct IF tests, 
four patients had been receiving no 
treatment for six to seven years, three 
patients for two to four years, and 
three patients for one to two years. 
One patient with pemphigus foliaceus 
and a positive direct IF test had been 
without lesions and without treat- 
ment for more than two years. 

Among the 58 patients in whom 
direct IF was positive, IgG was identi- 
fied in 57 (98%). In 55 specimens, the 
IgG was located intercellularly, and in 
two specimens, it was located in the 
basement membrane zone. There was 
only one patient, a patient with 
pemphigus foliaceus, who on direct 
testing showed no IgG, but instead 
showed only IgM and IgA intercellu- 
larly. In addition to IgG, IgM was 
identified in 24 of the 58 specimens 
with positive direct IF tests (41%); 
IgA in 27 specimens (46%); and C3 in 
31 specimens (53%). 


Indirect IF Testing 


Four patients with pemphigus vul- 
garis and one patient with pemphigus 
foliaceus who had negative direct IF 
tests also had negative indirect IF 
tests (Table 1). Of the 58 patients with 
either pemphigus vulgaris or foliaceus 
who had positive direct IF tests, 31 
(53%) had detectable circulating anti- 
bodies. Thus, a total of 27 patients 
(47%) failed to show circulating anti- 
bodies at a time when in vivo bound 
antibodies were present. 

Disease severity was compared with 
a total of 118 antibody determinations 
in pemphigus patients who had active 
disease and were receiving treatment 
(Fig 1). In 93 determinations carried 
out on patients with slight (1-4) 


90 m — Pemphigus Vulgaris 
40 (29 Patients) 

O = Pemphigus Foliaceus 
30 (9 Patients) 


20 





10 





O0 20. 80.  320- 1,280 
40 160 640 
Reciprocal Antibody Titer 

Fig 2.—Antibody titers in pemphigus 

patients who have no lesions. 
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disease severity, 26 determinations 
(2876) showed a low titer (1:20 or 1:40), 
whereas 43 determinations (26%) 
showed a higher titer (1:80 or higher). 
The 16 determinations in patients 
with moderate involvement (2+) 
showed no circulating antibodies in 
five patients, a low titer (1:20 or 1:40) 
in four, and a higher titer (1:80 or 
higher) in three. The nine determina- 
tions in patients with extensive 
involvement (84- or 44) showed ei- 
ther no antibodies or a low titer (1:20 
or 1:40) in four patients, and a higher 
titer (1:80 or higher) in five patients. 
Thus, a total of 49 of the 118 determi- 
nations (41%) in patients with active 
disease failed to show circulating anti- 
bodies. 

Determinations of antibody titers 
in patients who at the time of testing 
were free of pemphigus lesions 
revealed no antibodies in 46 of 83 
determinations (55%), whereas 37 de- 
terminations (45%) showed the pres- 
ence of antibodies—at a low titer (1:20 
or 1:40) in 23 determinations, and at a 
higher titer (1:80 or higher) in 14 
(Fig 2). | 

In patients who either were in clini- 
cal remission (0) or had slight (1+) or 
moderate (2+) disease activity and 
who were receiving only maintenance 
therapy, 147 determinations were car- 
ried out, namely 116 determinations 
in patients with pemphigus vulgaris 
and 31 in those with pemphigus folia- 
ceus (Fig 3). If it is assumed that 
patients free of lesions would show no 
circulating antibodies, those with 
slight involvement would have titers 
of 1:20 or 1:40, and those with moder- 
ate involvement would have titers 
between 1:80 and 1:160, only 42 
patients with pemphigus vulgaris 
(86%) and 15 patients with pemphigus 
foliaceus (48%) showed the anticipated 


— . results. In particular, 39 determina- 


tions on patients with slight disease 
severity and three determinations on 
patients with moderate disease sever- 
ity showed no cireulating antibodies. 

The clinieal changes and changes in 
titers during maintenance therapy in 
eight patients with slightly or moder- 
ately active pemphigus are shown in 
Table 2. These patients were selected 
to emphasize the inconsistency of 
antibody titer in predicting disease 
severity. Patients 1, 2, 4, and 5 had 
moderate to high titers (1:80 to 
1:1,280) at a time when either no or 
slight (1+) disease activity was pres- 
ent. Conversely, patient 3 showed no 
circulating antibodies at a time when 
disease activity was present. Also, 
patients 2, 4, and 5 showed antibody 
titers that differed by more than two- 
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tube dilutions at different times, even 
though disease severity in them was 
the same. 

Two particular shortcomings of the 
indirect IF testing are (1) the fact 
that in early disease, circulating anti- 
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bodies may be absent or may be præ 
ent at a very low titer, even when the 
disease is severe; and (2) that patiente 
even after having been free of lesions 
and without treatment for more than 
a year or longer may still have a 


Clinical Disease Severity 


4 + 


Pemphigus Vulgaris (36 Patients) 


Pemphigus Foliaceus (10 Patients) 


l + 


eee800 ototo 





320-640 1,280 


Reciprocal Antibody Titer 


Fig 3.—Relationship between disease severity and antibody titers in pemphigus patients 
receiving maintenance therapy. 


Table 2.—Clinical Changes and Changes in Titers During Maintenance Therapy 
in Five Selected Patients With Slightly or Moderately Active Pemphigus 


Date 
8/9/77 
9/9/77 
10/4/77 
11/7/77 
2/21/78 
4/18/78 
9/20/77 
11/25/77 
1/24/78 
3/14/78 
5/16/78 
9/30/77 
10/25/77 
11/22/77 
1/24/78 
4/11/78 
5/23/77 
8/23/77 
11/29/77 
3/7/78 
5/23/78 
8/9/77 
9/6/77 
10/11/77 
11/22/77 
1/10/78 
3/14/78 
5/23/78 


Patient Type of Pemphigus 
1 Pemphigus vulgaris 


Pemphigus foliaceus 


Pemphigus vulgaris 


Pemphigus vulgaris 


Pemphigus foliaceus 





Clinical Involvement 
2+ 
0 
1+ 
0 
1+ 
1+ 
1+ 
1+ 
1+ 
1+ 
1+ 
2+ 
2+ 
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Patient Type of Pemphigus Date 


Pemphigus vulgaris 









Pemphigus foliaceus 


3 Pemphigus vulgaris 


4 Pemphigus vulgaris 


5 Pemphigus vulgaris 











Pemphigus vulgaris 


positive titer. Thus, there were four 
patients with early disease, three of 
them with moderate involvement, and 
one with extensive involvement, who 
at the time treatment was begun 
showed no circulating antibodies, 
whereas in vivo bound antibodies 
were present. Three of these patients 
had pemphigus foliaceus and one had 
pemphigus vulgaris. In addition, there 
were two patients with early exten- 
sive pemphigus vulgaris and one with 
early extensive pemphigus foliaceus 
who had a titer of only 1:20. This 
indicates that a certain length of time 
is required for circulating antibodies 
to accumulate in the serum. The 
second problem is the persistence of 
antibodies in some patients long after 
the lesions have cleared and treat- 
ment has been discontinued. Thus, 
there were seven patients, all with 
pemphigus vulgaris, in whom a posi- 
tive titer was still present after they 
had been free of lesions and without 
treatment for more than one year. In 
three of them, no treatment had been 
given for 4, 6, and 7 years, respective- 
ly. Among these seven patients, the 
one patient (patient 5) who had had 
the longest remission (seven years) 
recently had a recurrence that re- 
sponded quickly to high-dosage thera- 
py (Table 3). 


Effect of High-Dosage Prednisone 
Therapy on Antibody Titer 


During the 15 months (March 1977 
to May 1978) these studies were 
carried out, six patients required 
high-dosage prednisone therapy be- 
cause of the extent of their disease 
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Table 3.—Clinical Response and Response of Titer to High-Dosage Prednisone 
and Maintenance Therapy in Six Patients With Extensive Pemphigus 


Involvement 








3/1/77 
4/30/77 
8/23/77 
3/29/77 
5/28/77 
8/23/77 
4/26/77 
7/5/77 
12/20/77 
5/2/78 
12/13/77 
2/14/78 
4/4/78 
12/30/77 
1/30/78 
2/21/78 
2/21/78 
4/11/78 
5/2/78 










Clinical 
Titer Therapy 


1:160 Start of high dosage 
1:80 — End of high dosage 
Maintenance 
Start of high dosage 










3+ 
1+ 











4+ 1:20 


1+ 1:40 End of high dosage 
0 0 Maintenance 
4+ 1:20 Start of high dosage 
0 1:80 End of high dosage 
0 0 Maintenance 
0 1:40 Maintenance 
4+ 1:320 Start of high dosage 
0 1:40 End of high dosage 
0 0 Maintenance 
3+ 1:20 Start of high dosage 
0 1:40 End of high dosage 
0 1:40 Maintenance 







3+ 
1+ 


1:320 Start of high dosage 
1:20 End of high dosage 
Maintenance 






(Table 3). Five patients had pemphi- 
gus vulgaris and one had pemphigus 
foliaceus. In three patients, the lesions 
had cleared at the end of high-dosage 
therapy. In the other three patients, 
the lesions had nearly cleared during 
high-dosage therapy, and then cleared 
during treatment with maintenance 
doses of prednisone plus an immuno- 
suppressant. Three patients had a 
high titer of circulating antibodies at 
the beginning of high-dosage therapy. 
Their titer had decreased at the end of 
high-dosage therapy and further de- 
creased to zero during maintenance 
therapy. In the three patients with a 
titer of only 1:20 at the beginning of 
high-dosage therapy, the titer of 
circulating antibodies was higher at 
the end than at the start of high- 
dosage treatment, but then the titer 
decreased to zero in all but one patient 
(patient 5). The decrease in the titer of 
circulating antibodies to zero subse- 
quent to high-dosage therapy with 
prednisone in five of six patients 
demonstrates the considerable sup- 
pressive effect of this treatment on 
the level of antibodies. The fact that 
in three patients the titer had risen at 
the end of the high-dosage therapy, 
and in all five the titer did not reach 
zero until several weeks or months 
after the end of the high-dosage ther- 
apy, indicates that there is a lag peri- 
od between the beginning of high- 
dosage therapy and a decrease in the 
titer. This lag period tends to be 
longer than that between the begin- 
ning of high-dosage therapy and the 
onset of clinical improvement in the 
disease. 
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COMMENT 

Direct IF testing showed immuno- 
globulin deposits in the skin in 58 of 
the 63 patients with pemphigus vul- 
garis or pemphigus foliaceus, ie, in 
92% of the patients. The five patients 
without positive direct IF tests all had 
been free of lesions for more than a 
year, and most of them for several 
years. A positive direct IF test was 


found in ten patients who had been © 3 


free of lesions and without treatment 


for more than a year, four of them for © 


six to seven years. Thus, the direct IF 
test can be regarded as a reliable 
diagnostie procedure that is positive 
early in the disease; but the persist- 
ence of immunoglobulin deposits in 
the skin of patients free of lesions and 
adequately treated does not imply the 


necessity for further treatment. De- _ 


posits of IgM, IgA, and C3 were 


detected in approximately one half of — 
the 58 patients with a positive direct 


IF test. The incidence of IgM and IgA 
deposition is slightly higher in our 


Deb 


study than in a study reported by 


Jordon in 1976*; but it may be pointed 
out that Jordon himself found a high- 
er incidence of IgM and IgA deposi- 
tion in 1976 than in 1971, and his 
findings of C3 deposition in pemphi- 
gus increased from 10% in 1971'° to 
100% in 1976. According to Person and 
Rogers," direct IF techniques have 
improved in recent years through the 
availability of better reagents. Person 


and Rogers cited as an example that — 


in a 1973 study, all five patients with 
cicatricial pemphigoid were reported 
as having negative direct IF tests; 
whereas in 1975, 19 of 23 of the most 
recent cases of cicatricial pemphigoid 
had either linear immunoglobulin dep- 
osition, two or more complement 
components at the basement mem- 
brane zone, or both. 

It may be pointed out that in this 
study all direct IF testing was carried 
out on biopsy specimens taken from 
normal skin rather than from perile- 
sional skin, as has been generally 
advocated”’; 
biopsy specimens were sent to the 
laboratory in phosphate-buffered nor- 
mal saline rather than in a frozen 
state, as recommended in a coopera- 
tive study," or in a special “holding 
solution," as suggested by Michel et 
al.^ What effect the use of normal- 
appearing skin and the transport in 
phosphate-buffered saline has had on 
our results is not fully known. Howev- 
er, our preliminary experience was 
that no appreciable difference in the 
results was noted between specimens 
frozen immediately in liquid nitrogen 
and specimens kept overnight in phos- 
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phate-buffered saline as a transport 
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patients who received high-dosage 
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gus and monkey lip mucosa were tMe 









medium. Furthermore,a recentreport prednisone therapy in this series only two tissues that failed'to react; K 

by Nisengaard et al’ indicates that ^ because of the severity of the disease. and there was no instance iy whi 

equivalent IF results are obtained ina However, in patients who are not they were the only positive sub- 

variety of autoimmune skin diseases receiving  high-dosage prednisone strates. 

irrespective of whether the skin biop- ^ therapy, no totally predictable correla- Because of the many incongruities . 

Sy specimens were frozen immediate- tion was found to exist between between disease severity and titers, o 

ly or were kept in Michel’s holding disease activity and antibody titers. the use of antibody titers asa guide to ~- ` 

solution for an average of two weeks. In regard to our choice of guinea pig therapy is not advisable. If antibody 

The elimination of immediate freez- ^ esophagus as substrate for indirect IF titers had been used by us to monitor 

ing certainly would make the direct IF testing, this tissue was chosen because therapy, many patients would have 

technique much more readily avail- of its availability. According to the been given therapy for years after 

able. literature, human skin is regarded as — their lesions had cleared because of 
Indirect IF is inferior to direct IF the most sensitive substrate by some the persistence of a positive titer; and 

as a diagnostic test because the indi- ^ authors,^'* and monkey mucosa has many patients with a negative titer 

rect IF test may be negative in early been regarded as superior by Chor- would have received inadequate treat- 

cases, as observed in four patients. ^ zelski and Beutner" because in two ment that would have endangered 

Furthermore, indirect IF, contrary to instances it was the only tissue to their lives. The type and length of 

statements in the literature, is unreli- reveal the presence of pemphigus treatment should be based solely on 

able for evaluating the status of the ^ antibodies. In a recent study by oneof the clinical state of the patient, partic- - 


disease or for gauging therapy in 
some patients with pemphigus. The 
two reports showing a correlation 
between disease activity and titer 
were carried out on patients receiving 
large daily doses of prednisone.** We 
also found that high-dosage daily 
administration of prednisone results 
in improvement of the disease and 
that this is accompanied or followed 
by a fall in the titer of circulating 
antibodies, as demonstrated on the six 
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Immunoperoxidase Localization of 


Sporothrix schenckw and 


Cryptococcus neoformans 


Staining of Tissue Sections 


Fixed in 4% Formaldehyde Solution and Embedded in Paraffin 


Betty Russell, MT, MS; James H. Beckett, MD; Paul H. Jacobs, MD 


e An indirect immunoperoxidase stain- 
ing method has been successfully applied 
to 4% formaldehyde solution tissue sec- 
tions fixed in and embedded in paraffin for 
the localization of Sporothrix schenckii 
and Cryptococcus neoformans without 
prior trypsinization of tissue sections. A 
comparison of this method with an analo- 
gous immunofluorescence staining tech- 
nique has been made. 

(Arch Dermatol 115:433-435, 1979) 


"M diagnosis of systemic fungal 
infection has routinely depended 
on the isolation and subsequent iden- 
tification of the causative fungal 
agent either by eultural or histochem- 
ical staining procedures. In the last 
several years, immunological tech- 
niques have also been used to aid in 
the diagnosis of systemic mycotic 
infections. One important application, 
described by Kaplan and Kraft,’ has 
been the use of the immunofluores- 
cence staining for localizing fungal 
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elements in tissue sections fixed in 4% 
formaldehyde solution. They found 
this method to be highly sensitive 
when tissue sections were digested 
with trypsin prior to application of the 
conjugate. Because there are close 
morphological similarities among the 
tissue forms of some systemic fungi, 
the addition of serologic specificity to 
a staining method can be an impor- 
tant advantage when routine histo- 
chemical stains fail to localize or aid in 
the differentiation of fungal ele- 
ments. Immunofluorescence staining 
was shown to increase the accuracy of 
identification of organisms in tissue. 

Recently, immunoperoxidase stain- 
ing has been used to localize various 
antigens, including a microbe, in 
tissue sections fixed in 4% formalde- 
hyde solution and embedded in paraf- 
fin, and was found to be highly sensi- 
tive without trypsin digestion.** We 
report the successful application of an 
indirect immunoperoxidase staining 
method in localizing Sporothrix 
schenckii and Cryptococcus neofor- 
mans in tissue sections fixed in 4% 
formaldehyde solution and embedded 
in paraffin. We have also compared 
this method with an analogous immu- 
nofluorescence staining technique us- 


ing fungal cells from cultures and in 
tissue as antigen substrates. 


MATERIALS AND METHODS 
Antigen Substrates 


Case Material.—Punch biopsy specimens 
(3 mm) of skin from a culturally proved 
case of sporotrichosis in an animal and 
from a patient with cutaneous cryptococco- 
sis were used as antigen substrates. The 
infected tissues were compared with tissue 
from four patients with other dermatologi- 
cal disorders. All tissues were fixed in 4% 
buffered formaldehyde solution, embedded 
in paraffin, and cut into 10-u sections. The 
sections were deparaffinized by passage 
through two changes of xylol and then 
passed through absolute ethyl alcohol. 

Control Material.— Positive control prepa- 
rations of fungi were prepared by inoculat- 
ing brain heart infusion agar slants with 
known cultures of S schenckii and C neofor- 
mans B977 strain. The B977 strain of C 
neoformans is a type A dry variant strain 
used by the National Communicable Dis- 
ease Center (NCDC) Fungus Immunology 
Section for their indirect fluorescent anti- 
body test for cryptococcosis.^ It was 
selected because it lacks a capsule and is 
antigenically active. Candida albicans 
served as the heterologous fungal antigen 
control. All slants were incubated at 37 °C 
for five days. A dense cell suspension was 
prepared in 0.85% sodium chloride solution. 
Cells were harvested, heat-killed in a 60 °C 
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Fig 1.—Section of 4% formaldehyde solution-fixed paraffin- 
embedded skin from cat. Note intense staining of Sporothrix 
schenckii (yeast phase) cells with peroxidase-linked antibody 
(original magnification x 450). 


water bath for two hours, washed four 
times in 0.85% sodium chloride solution, 
and adjusted to 95% light transmission at 
650 mu. Two drops of colorless thimerosal, 
1:10,000 concentration, was added to pre- 
serve the fungal cells. Smears made from 
washed cells can be frozen at —20 °C for a 
period of up to three months. The stock 
suspension can be held at 4 °C for up to one 
month before lysis occurs. 

Positive and negative control slides were 
prepared by placing one drop of killed cells 
on clean microscope slides, drying at room 
temperature, and fixing by gentle flaming. 
Prior to use, they were rinsed in 100% ethyl 
alcohol for fixation. 


Immune and Control 
Serum Samples 


Unlabeled rabbit anti-S schenckii (yeast 
form) serum and high-titered cryptococcal 
antiserum from human subjects were used. 
The cryptococcal antiserum, when diluted 
1:20 with phosphate-buffered physiological 
saline (PBS), pH 7.2, gives a strong degree 
(3+) of staining using the routine indirect 
fluorescent antibody test for C neofor- 
mans.’ 

Horseradish peroxidase-conjugated 
(HRPO) swine antirabbit IgG (heavy and 
light chains) and HRPO-conjugated rabbit 
antihuman IgG, IgA, IgM (K and A light 
chains) were used. 

Fluorescein isothiocyanate (FITC)-con- 
jugated swine antirabbit IgG and FITC- 
conjugated rabbit antihuman IgG were 
used. 

Normal human and rabbit serum were 
used as negative controls. The antiserum 
samples and normal serum controls were 
stored in the dark at 4 °C. All control serum 
samples were inactivated at 56 °C for 30 
minutes prior to testing. 


Immunohistochemical Staining 


Indirect Immunoperoxidase Staining Tech- 
nique.—In the staining procedure described 
as follows, normal swine serum was used 
on all slides to reduce nonspecific back- 


434 Arch Dermatol—Vol 115, April 1979 


x 450). 


ground staining. The FTA hemagglutina- 
tion (FTA) buffer, pH 7.2, was used for 
dilution of serum samples and for each 
wash step. Excess buffer was wiped off 
around the sections prior to applying a 
sufficient amount of serum to cover the 
sections completely. All reactions were 
performed at room temperature in plastic 
150 x 15-mm Petri plates, which were 
lined with moist paper towels. 

1. Following the 100% ethyl alcohol 
rinse, all slides were rinsed in anhydrous 
methyl alcohol containing 0.03% hydrogen 
peroxide and then washed in FTA buffer 
for five minutes. 

2. Slides were then incubated for ten 
minutes with a 1:20 dilution of normal 
swine serum. The excess serum was blotted 
off the slides with no washing. 

3. Serial dilutions of the untagged 
rabbit anti-S schenckii serum were pre- 
pared 1:5 to 1:640; the human cryptococcal 
antiserum was diluted 1:5 to 1:80; and 
normal serum was diluted 1:20 in FTA 
buffer. 

4. Slides were then treated as follows: 
(a) serial dilutions of rabbit anti-S schenck- 
ti serum were placed on homologous and 
heterologous antigen control slides; (b) 1:20 
dilution of the rabbit anti-S schenckii was 
applied to tissue sections from the animal 
with sporotrichosis; (c) 1:20 dilution of 
human anti-C neoformans was applied to 
tissue sections from the human case of 
cryptococcosis. 

5. Slides were then rinsed twice in FTA 
buffer for five minutes. 

6. Slides were incubated for 20 to 30 
minutes with the following: (a) 1:15 dilu- 
tion of swine antirabbit IgG HPRO applied 
to all slides and tissues that were reacted 
with rabbit anti-S schenckii antibody and 
normal control serum; (b) 1:15 dilution of 
rabbit antihuman HPRO applied to all 
slides and tissues that were reacted with 
human anticryptococcal antibody and nor- 
mal control serum. 

7. Slides were then rinsed twice in FTA 
buffer for five minutes. 

8. The peroxidase reaction was accom- 
plished by applying a solution of 0.5M tris 


Fig 2.—Human skin section fixed in 4% formaldehyde solution and 
embedded in paraffin shows peroxidase-linked antibody staining 
Cryptococcus neoformans yeast cells (original magnification 


hydrochloride buffer, pH 7.6, which con- 
tained 25 mg/dl of 3,3 diaminobenzidine 
tetrahydrochloride and 10 pl/dl of 30% 
hydrogen peroxide. The reaction was 
allowed to proceed for ten minutes at room 
temperature. 

9. Slides were then rinsed twice in FTA 
buffer for five minutes, dehydrated with 
graded alcohols, cleared in xylol, and 
mounted in a terpene resin (Cover Bond). 

10. All peroxidase-stained preparations 
were examined using conventional light 
microscopic techniques. 

Indirect Immunofluorescence Staining 
Technique.—Predigestion of tissue sections 
was performed by placing slides in Coplin 
jars containing 1% trypsin for one hour at 
37 °C. Excess trypsin was removed by 
draining. The tissues were heat-fixed while 
still wet to inactivate the residual trypsin. 
Slides were then allowed to dry thoroughly 
to enhance adhesion of the tissues to the 
slides. All other reactions were carried out 
at room temperature in 150 x 15-mm plas- 
tic Petri plates lined with moist paper 
towels. 

Stages 3 through 4 inclusive were 
performed as stated for the indirect immu- 
noperoxidase staining technique. Physio- 
logical PBS, pH 7.2, was used in place of the 
FTA buffer for all dilutions of serum 
samples and for each wash step. 

5. Rinse twice in PBS for five minutes. 

6. Incubate 30 minutes with the follow- 
ing: (a) 1:15 dilution of fluorescein-conju- 
gated swine antirabbit IgG to all slides 
that were reacted with rabbit anti-S 
schenckii serum and normal control serum; 
(b) 1:15 dilution of fluorescein-conjugated 
rabbit antihuman IgG to all slides that 
were reacted with high-titered human 
cryptococcal antiserum and normal control 
serum. 

7. Rinse twice in PBS for five minutes. 

8. Mount in buffered glycerin mounting 
medium, pH 7.2. 

9. A fluorescence microscope (Leitz) 
equipped with an HBO-200 mercury: are 
lamp, dark-field condenser, a BG-12 exciter 
filter, and a Wratten 2A barrier filter was 
used for fluorescence microscopy. 
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immunoperoxidase Method 


taining of Tissue Sections.—In tis- 
sue sections, S schenckii was readily 
identified on every slide prepared. 
Cryptococcus neoformans was not 
found in every section of tissue. 

Both organisms stained dark brown 
against a variable light tan back- 
ground (Fig 1 and 2). Because there is 
a considerable staining differential, 
identification of fungal antigens is 
relatively simple where they are pres- 
ent. Sections taken from patients with 
other dermatological disorders failed 
to show specific staining. 

Staining of Homologous and Hetero- 
logous Control Smears.—Smears of S 
schenckii and C neoformans stained 
intensely with their respective antise- 
rum samples. Smears of Can albicans 
failed to stain with either antiserum. 
Negative control serum failed to react 
with either S schenckii or C neofor- 
mans cells. 


Immunofluorescence Method 


Staining of Tissue Sections.—Sporo- 
thrix schenckii stained a vivid yellow- 
green with strong intensity. The yeast 
cells appeared ovoid and elongated in 
tissue. No fluorescent fungal cells 
were found in the case of human 
cryptococcosis. This may have been 
due to a lack of organisms in the tissue 
sections examined. 

Staining of Homologous and Hetero- 
logous Smears.—Both S schenckii and 
C neoformans stained intensely with 
their respective antiserum samples. 
Smears of Can albicans failed to react 
with either antiserum. The negative 
control serum failed to react with ei- 
ther fungus. 


COMMENT 


Preliminary testing indicates that 
peroxidase-linked antibodies can lo- 
calize fungal cells in tissue sections 
fixed in formaldehyde solution and 
embedded in paraffin without prior 
trypsinization. 

A comparison of the staining inten- 
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sities of these two indirect methods 
indicates that peroxidase-labeled anti- 
bodies ean produce a staining differ- 
ential comparable to that of immuno- 
fluorescence for the detection of 
fungi. Petts and Roitt,* in their evalu- 
ation of this technique, have shown 
that the results obtained with peroxi- 
dase-labeled antibodies in the indirect 
test for both antinuclear and trepone- 
mal antibodies is comparable to that 
obtained with fluorescein-labeled ma- 
terial. 

The peroxidase method affords sev- 
eral advantages over the immuno- 
fluorescence technique. There is no 
interfering autofluorescence, eye fa- 
tigue is minimized, the slide prepara- 
tions are permanent, and the speci- 
mens can be examined with an ordina- 
ry light microscope. Moreover, slides 
may be stained with hematoxylin- 
eosin over the peroxidase for conven- 
tional examination. While performing 
the immunofluorescence antibody 
technique on tissue, we also found 
that a substantial amount of time was 
lost because the tissue sections fre- 
quently failed to adhere to the slide 
after trypsin digestion and because all 
tissue sections had to be heated while 
still wet to inactivate residual tryp- 
sin. 

We found that the staining intensi- 
ty of the C neoformans B977 cells 
could be measured with the indirect 
peroxidase staining method. A dark- 
brown ring appeared around the cells 
that were reacted with the 1:5 to 1:40 
dilutions of the cryptococcal antise- 
rum; this faded with increasing dilu- 
tions. The indirect peroxidase method 
may prove to be a useful adjunct to 
the indirect fluorescence antibody 
technique for the detection of antibo- 
dy to C neoformans in human 
serum.” 

Immunoperoxidase staining has the 
potential of being a useful immunodi- 
agnostic tool for the identification of 
fungi in tissue and body fluids. 
Expanded studies are required to 
standardize reagents, equipment, and 
operational procedures, and to evalu- 
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ate fully the practicality of this tech- 
nique in routine diagnostie work in 
the clinical laboratory. Future studies 
will also include the development and 
evaluation of a one-step immunoper- 
oxidase staining technique that is 
simpler and quicker than the indirect 
method. 


Antiserum used in this study was obtained 
from NCDC Fungus Immunology Section. 

Portions of this study were extracted from a 
research project conducted by Betty Russell to 
satisfy partial fulfillment of a Masters of Science 
degree from San Francisco State University, San 
Francisco. 
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Topical Methoxsalen Administration 


and Sunlamp Fluorescent 


Irradiation in Psoriasis 


John W. Petrozzi, MD; John O. Barton; Albert Kligman, MD; Octavio de los Reyes 


* Analysis of standard fluorescent sun- 
lamps (Westinghouse) indicates that in 
addition to UVB (290 to 320 nm), a consid- 
erable amount of UVA (320 to 400 nm) is 
also present in their emissions. Since the 
benefits of topical psoralen administra- 
tion and UVA have already been demon- 
strated, and prior experience by ourselves 
and others with UVB has indicated that 
some psoriasis benefited from UVB alone, 
localized areas and plaques of 20 patients 
were treated with topical administration of 
psoralens and fluorescent sunlamp bulbs 
to determine if such a light source with 
this emission spectrum would be advanta- 
geous. Results indicated a total resolution 
in 17 of 20 patients after an average of 18 
treatments. Adverse blistering phototoxic 
reactions and excessive hyperpigmenta- 
tion were not encountered. The UVB 
erythema response of normal skin served 
as the guide to light dosage in the same 
manner as administration of the Goecker- 
man regimen. Therefore, the use of 
psoralens was very effective when com- 
bined with fluorescent sunlamp irradia- 
tion; however, the potential risks of photo- 
carcinogenicity makes this treatment ex- 
perimental and should be reserved for 
recalcitrant cases. 

(Arch Dermatol 115:436-439, 1979) 
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Fe centuries, patients with psoria- 
sis have sought and obtained 
benefit from the sun. Some have 
found the Dead Sea area such a 
haven.’ Dermatologists, recognizing 
the benefits of heliotherapy, have 
attempted to use artificial light 
systems to enhance the treatment of 
psoriasis as well as other skin disor- 
ders. 

Goeckerman reported the ability of 
crude coal tar combined with hot 
quartz irradiation to clear psoriasis. 
Another major advance has been the 
development of PUVA (psoralen ad- 
ministration and UVA [320 to 400 
nm]).? Fischer described excellent an- 
tipsoriatic effects using predominant- 
ly UVB (313 nm) irradiation alone.* In 
our own studies with the Goeckerman 
regimen, we have become impressed 
by the ability of sunlamp fluorescent 
lamps to clear psoriasis without the 
need of tar.° 

In previous work, we found that 
black light combined with topical 
administration of methoxsalen pro- 
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vided excellent clearing of psoriasis.*^ 
Black light was used since the action 
spectrum of methoxsalen lies in the 
UVA range. However, the risk of blis- 
tering, phototoxic burns, and intense 
hyperpigmentation often make this 
therapy difficult to administer. 

Prior reports from our laboratory 
have shown that when UVA is added 
to suberythemie exposures of UVB 
(290 to 320 nm), redness can be 
produced (photoaugmentation).* Like- 
wise, the addition of small quantities 
of UVB decreased the amount of UVA 
needed to produce phototoxicity with 
tars and psoralens.’ Using a thermo- 
pile (Eppley) with mylar and weather- 
able mylar filters, investigation into 
the spectral emission of our standard 
fluorescent sunlamp bulbs (Westing- 
house) indicated that approximately 
34% of the total emission was in the 
UVA range, approximately 34% was 
UVB, and the remainder was visible 
and infrared. 

We decided to reexamine the use- 


fulness of fluorescent sunlamp bulbs , 


rather than black light tubes with 
topieal psoralens administration to 
minimize the side effects common 
with UVA. Theoretically, the com- 
bined emissions of UVB as well as 
small amounts of UVA from’ the 
sunlamp would provide the inherent 
antipsoriatic benefits of UVB alóng 
with topical photochemotherapy with 
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additive benefits of both effects stim- 
ated this work. 


PATIENTS AND METHODS 
Patients 


Twenty male patients with long-stand- 
ing stable plaque-type psoriasis were 
treated. All had involvement of at least 
50% of the body and were resistant to 
psoriasis treatment with topical adminis- 
tration of corticosteroids. Because of work 
and family, not all patients were able to be 
hospitalized. Thirteen were hospitalized 
and seven were treated as outpatients. 


Light Sources 


We used a 210-cm high cabinet (internal 
dimensions, 85 x 70 cm) containing 30 
standard fluorescent sunlamp bulbs (West- 
inghouse FS-40). The spectral irradiation 
of these bulbs begins at approximately 275 
nm and extends into the visible light 
range, with its peak at 310 to 315 nm. They 
were arranged to completely surround the 
patient; two in each corner, six on the back 
and side, and four on the door. The bulbs 
were in pairs approximately 2 em apart. 
Each pair was 2.5 cm apart on the sides and 
door, and 5.0 em apart on the back, and 7.5 
em apart in the corners. Since the bulbs 
were only 120 em in length, their heights 
were alternated so that ten were 15 em, 
eight were 45 cm, and 12 were 30 cm from 
the floor. Inner surfaces of the cabinet 
were lined with reflective aluminum sheet- 
ing. Since the bulbs were only 120 em long, 
patients with extensive involvement on the 
legs were instructed to stand on a 27.5-em 
stool during treatment. 


Spectral Emission 
Determination of Light Source 


The thermopile primarily measures light 
striking the sensor perpendicularly. In 
view of the vast amount of reflection of 
light that occurs in our ultraviolet light 
(UVL) chamber with resultant tangential 
and stray light rays, it is inaccurate to try 
to measure the spectral output of these 
bulbs with this instrument in the chamber 
itself. Since the spectral characteristics are 
the same for FS-20 and FS-40 sunlamps, 
we measured the emission from a bank of 
six (FS-20) fluorescent sunlamps using the 
thermopile alone and with mylar and 
weatherable mylar filtration. All measure- 
ments were made 10 em from the light 
source. A type D plastic mylar filter 0.125 
mm thick was placed in front of the sensor 
to measure wavelengths in the UVA and 
visible rays. The characteristics of this 
filter were such that there was complete 
cutoff below 310 nm and an average trans- 
mission of approximately 40% in the UVA 
range. Our determination of the UVB 
content of the bulbs was reduced to take 
into account the transmission effects of the 
filter. After removal of the mylar filter, a 
plastic weatherable mylar filter 0.125 mm 
thick was used to determine the output of 
visible and infrared radiation. This filter 
had complete cutoff at 400 nm and approx- 
imately 80% transmission in the visible and 
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infrared radiation. Accordingly, UVA 
measurements were reduced to take into 
account the transmission characteristics of 
the filter. Recognizing also that using a 
small sensor as is present in the thermopile 
to measure a wide angled light source has 
its limitations, we nonetheless recorded a 
total output of 1.32 mW with equal values 
of 0.45 mW of UVB and 0.45 mW of 
UVA. 


Treatment 


We used 0.1% and 1% methoxsalen in 
hydrophilic ointment. Localized body areas 
(ie, arms, legs, back, or specifie plaques) 
were treated with methoxsalen and irra- 
diated two hours later. Comparable sym- 
metrical sites were similarly treated with 
the hydrophilic ointment base and ultravio- 
let rays (UVR). 

Inpatients were treated five times per 
week, while outpatients received three 
treatments weekly on alternate days. 

Since the entire body was exposed to 
UVR in the light chamber, a minimal 
erythemal dose (MErD) was determined in 
the light cabinet before beginning treat- 
ment. Usually the back was used as the 
MErD site unless the patient was tanned— 
then the buttock was used. This is impor- 
tant to avoid burns in the bathing suit area 
during the summer months. One-centime- 
ter square grids were outlined with tape 
for MErD determinations starting at 30 
seconds and increasing by 15 seconds to 105 
to 120 seconds, depending on skin shade. 
Light exposures were started at 0.75 to 1.0 
MErD (range, 0.5 to 2.0 minutes) and 
inereased by 0.5 to 1.0 MErD, depending on 
the degree of erythema. As tolerance 
developed in patients who tanned rapidly, 
increases of 1 to 2 MErD were made. 
Fair-skinned patients with a history of 
easy sunburn received increased doses 
cautiously. It is safest to determine the 


patient's skin type before treatment to. 


establish ease of sunburn or tanning. Basi- 
cally, the most erythema that occurred on 
any normal skin site served as the guide to 
light dosage, since excess erythema was 
not noted in the methoxsalen-treated 
plaques. Erythema responses were graded 
as faint pink or red according to intensity. 
"Pinkness" was considered acceptable for 
further treatment. If an area of redness 
less than the size of the palm developed on 
any skin site, it was covered from UVL 
exposure and treatment was continued. If 
larger areas or multiple sites of redness 
appeared, no exposure was given until it 
subsided. 


Special Studies 


In order to confirm that adequate UVA 
was present in the light system for psora- 
len phototoxicity, four patients were irra- 
diated in the cabinet with 3-mm thick 
window glass placed over a grid on the 
normal skin of the back. Each grid opening 
(1 sq cm) received 0.04 g of 0.1% methoxsa- 
len and was irradiated two hours later with 
1, 2, 3, and 5 MErD. A control row of grids 
received only the vehicle and was similarly 
irradiated through the glass. Since most 
window glass filters irradiation below 320 
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nm, only long-wave ultraviolet light was 
being used. 

In addition, two patienf& received 0.50, 
0.66, and 0.75 of an MErD of UVL in the 
light eabinet two hours after the applica- 
tion of 0.1% or 1% methoxsalen and hydro- 
philie ointment alone to determine if sub- 
erythemal doses of UVL could produce 
psoralen phototoxicity. 


RESULTS 


Tables 1 and 2 outline the results. 
Plaques were inspected for infiltra- 
tion sealing and erythema with the 
following grading: +1, 25% improve- 
ment in scaling, erythema, and infil- 
tration; +2, 50% flattening of infiltra- 
tion with scaling; +38, 75% flattening 
of infiltration and slight or no scaling; 
and +4, complete flattening with or 
without residual erythema and no 
scaling. Seventeen of 20 patients 
(85%) receiving either 0.1% or 1% 


methoxsalen and UVL had complete - 


clearing of treated areas; one patient 
achieved 75% improvement; the re- 
maining two improved 50% or less. 


Seven of 20 (35%) control sites cleared — 


completely with the UVL and hydro- 
philic ointment alone, and three more 
were 75% improved. Complete clear- 
ing was achieved in 12 of 14 patients 
using 0.1% methoxsalen and in five of 
six patients using 1% methoxsalen. 
Ten of 18 inpatients and all seven 
outpatients had complete clearing. It 
took an overall average of 18 treat- 
ments for resolution; 17 exposures 
with 0.1% methoxsalen, 21 with 1% 
methoxsalen, 21 for inpatients, and 17 
for outpatients. 

All four patients who received UVR 
irradiation through window glass fol- 
lowing methoxsalen application had 
phototoxic erythema reactions. No 
erythema was produced by 5 MErD 
through window glass on the control 
sites. An average of 2.25 MErD 
provided sufficient UVA for reaction 
with 1% methoxsalen, and 3.5 MErD 
elicited phototoxicity with 0.1% me- 
thoxsalen (Table 2). | 

In both patients irradiated on 
normal skin with suberythemal doses 
of UVL, the application of 1% methox- 
salen two hours prior to light exposure 
produced delayed phototoxie erythe- 
ma after 0.66 and 0.75 MErD. A simi- 
lar response was produced by 0.75 
MErD when 0.1% methoxsalen was 
used. 


COMMENT 


Since the action spectrum for 
methoxsalen is in the UVA range, 
most studies have used light sources 
emitting primarily those wave- 
lengths. However, Fischer and Al- 
sins" successfully treated patients 
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Table 1.—Results of Therapy in 20 Patients : 











No. of Weekly Total 
Patient Treatments Schedule* Exposure, min Body Site Methoxsalen, 96 Results; UVB Alone 
1 20 5 x | 115 Buttock 0.1 +4 +1 
2 18 5x: 46 Back 0.1 +4 +2 
3 10 3x0 18 Thigh 0.1 +4 +4 
h 4 14 5x1 46 Abdomen 0.1 +4 +3 
5 22 5 x | 251 Chest and abdo- 0.1 +4 +1 
men 
6 15 5 x | 70 Arms and legs 0.1 +1 +2 
7 20 3x0 193 Abdomen 0.1 +4 +3 
8 18 5x1 98 Back 0.1 +4 +4 


9 10 5x1 31 Back and buttock 0.1 +4 +2 
11 15 5. x.1 30 Back and abdomen 0.1 +4 +2 
12 20 3x0 325 Arms and back 0.1 +4 +2 
13 15 3x0 99 Arms 1.0 +4 +3 
14 23 Sx 96 Arms 0.1 +3 +1 
15 19 5,25] 53 Arms 0.1 +4 +4 
16 16 3x0 164 Legs 0.1 +4 +4 
17 15 5x0 99 Legs 1.0 +4 +4 
18 27 D. X! 124 Legs 1.0 +4 +4 
19 24 5 x | 101 Legs 1.0 +4 +4 
20 34 5 x | 295 Buttocks and arms 1.0 +2 0 


*5 X, 3X, five times or three times weekly; |, inpatient; O, outpatient. 
Results, +1, 2596 clearing; + 2, 50% clearing; +3, 75% clearing; +4, complete clearing. 


Table 2.—Phototoxic Erythema 
Production With Methoxsalen 
in Ultraviolet Light (UVL) Chamber 
Through Window Glass 


Methoxsalen 


Concentration, MErD of 


Patient UVL Given 


with trioxsalen baths and dysprosium 
gas bulbs, which emit quantities of 
UVB as well as high-intensity UVA. 
Willis and Harris" mixed three black 
light bulbs with three fluorescent 
sunlamp bulbs (FS-20) and produced 
beneficial results with the combina- 
tion of anthralin and topical adminis- 
tration of methoxsalen. Fischer' has 
demonstrated complete clearing of 
psoriatic plaques with UVB irradia- 
tion alone at 313 nm. The addition of 
topieal trioxsalen administration to 
313-nm irradiation was not better 
than the light alone. 

In this report, as well as in our 
previous work with tars,’ we also 
noted improvement in psoriatic 
plaques treated with fluorescent sun- 
lamps alone. About 35% of our 
patients had complete clearing with 
this radiation source alone, confirm- 
ing the findings of Fischer.’ 
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The addition of topically applied 
methoxsalen to sunlamp fluorescent 
irradiation increased the rate of reso- 
lution to 85%. Seventeen of 20 patients 
had total clearing of treated areas 
after an average of 18 treatments. 
Methoxsalen at 0.1% as well as 1% was 
equally effective. Outpatient therapy 
three times a week was as effective as 
daily inpatient treatment. 

We used the erythema response of 
normal skin as a guide to radiation 
dosimetry in the same manner as 
when tar and UVR are used. The UVB 
cabinets are not constructed to deliver 
the same energy to all parts of the 
unit. Therefore, the amount of energy 
received by any one site will vary with 
the distance from the bulbs. Thus, the 
biologic unit supplies a more accurate 
way for us to report our findings and 
are more meaningful for the practic- 
ing dermatologist. Since UVB erythe- 
ma is visible after 24 hours, its 
presence provided a safeguard 
against excessive UVA dosage. When 
the skin was very red, no treatment 
was given. We attempted to maintain 
slight erythema to insure adequate 
radiation exposure. Since a modest 
amount of UVA is present in the 
radiation system and the UVB erythe- 
ma response limited to exposure 
times, blistering phototoxie doses 
were avoided. This was an advantage 
over using topical PUVA therapy. 


Side Effects 


Blistering reactions did not occur in 
any patient. Aside from a few 






























































instances of brisk erythema and occa- 
sional mild pruritus, no other adverse 
reactions were encountered. Since 
psoralens remain active after topical 
administration for about six to eight 
hours, patients should be warned to 
avoid sun exposure after treatment. 
The intense localized areas of hyper- 
pigmentation, common after UVA 
exposure, were not manifested in this 
study. A more generalized tan occurs 
with the use of sunlamp bulbs and 
only slightly more pigmentation was 
noted at the site of methoxsalen- 
treated plaques. 


Method of Action 


Although the exact mechanism of 
action is unknown, we believe that the 
use of fluorescent sunlamps and topi- 
cal methoxsalen administration pro- 
vides its benefits by adding the inher- 
ent antipsoriatic effects of UVB alone 
to the phototoxic benefit of PUVA. In 
addition, the presence of UVA and 
UVB in the bulb allowed the produc- 
tion of psoralen phototoxicity with 
doses of UVL that were suberythemal 
in themselves. This avoids the need of 
large amounts of deeper penetrating 
UVA. 


Advantages 


In our previous analysis of the 
Goeckerman regimen,’ we attempted 
to establish standardization of treat- 
ment. The topical use of psoralens 
with UVL, unlike tar, provides a clean 
white topical agent that is well 
accepted cosmetically. The fear of 
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side effects of orally administered 
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exposure is similar to the Goeckerman 
regimen, which is well known to 
dermatologists. Since 34% of the emis- 
sion spectrum is U VB, and most of the 
UVA is "shorter" UVA, there will be 
less penetration into the dermis com- 
pared with high-intensity UVA 
sources." The biologic changes of 
long-wave UV clearly demonstrated 
on human skin"? may be avoided. More 
UVB will be given with this system, 
but 50 years' use of short-wave UVR 
in psoriasis has not shown an 
increased incidence of skin cancer. 
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Our experience with the FS-40 bulb 
indicates a long useful life. The manu- 
facturer’s literature suggests a life of 
approximately 5,000 exposures. The 
FS-40 bulbs that were ten years old 
were recently measured in one of our 
light cabinets and were found to 
contain approximately 68% of their 
intensity after more than 7,000 
patient treatments. 

No one knows the potential for 
photocarcinogenesis with psoralens 
and UVL in humans. Repeated UVL 
exposure in mouse skin produces squa- 
mous cell carcinoma." The combina- 
tion of topical methoxsalen adminis- 
tration and UVL similarly produced 
carcinoma in 52% of the ears of hair- 
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less mice.? However, when compared 
with orally administered psoralens, 
topieally applied psoralens tend to be 
more photocarcinogenic in these ex- 
periments. The same model uniformly 
produces 10096 squamous cell earcino- 
ma when tar and UVL are used. 
Despite this, there have been no 
undisputed cases of skin cancer pro- 
duced in man following the Goecker- 
man regimen. 
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Skin Levels and Vasoconstrictor Assay of 


Topically Applied Hydrocortisone 


Sylvia M. Wallace, PhD; Helen M. Falkenberg, MSc; John O. Runikis, PhD; William D. Stewart, MD 


è Ointment containing 2.5% hydrocorti- 
sone was applied topically under occlu- 
sion to 84 subjects. Fifty-three percent of 
the population showed skin blanching in 
response to topical application of the 
steroid. To correlate vasoconstrictor re- 
sponse with drug level, hydrocortisone 
concentrations were determined fluoro- 
metrically in skin samples from 16 
subjects in whom skin blanching was also 
assessed. The epidermal concentration of 
hydrocortisone was significantly greater 
in those subjects who exhibited blanch- 
ing. Data suggest that a minimum epider- 
mal reservoir of 200 ug of hydrocortisone 
per gram of lyophilized tissue is neces- 
sary to elicit a definite vasoconstrictor 
response. 

(Arch Dermatol 115:440-441, 1979) 


he McKenzie-Stoughton vasocon- 

strictor assay has been widely 
used as a bioassay procedure to assess 
the potency^? and to compare the 
bioavailability’ of topically applied 
corticosteroid preparations. The rela- 
tive potency assigned a steroid by the 
vasoconstrictor assay is a composite of 
several properties of the compound, 
including (1) the ability to penetrate 
the skin barrier after release from the 
applied vehicle, (2) the intrinsic activi- 
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ty at the receptor, and (3) the clear- 
ance of the drug from the active 
site. 

Pereutaneous penetration of ster- 
oids has been determined in vivo™* 
and in vitro.** Stoughton's investiga- 
tions indicate there is no direct rela- 
tionship between relative in vitro 
penetration of  glucocorticosteroids 
and their relative potency in the vaso- 
constrictor bioassay. To distinguish 
between the penetration properties of 
steroids and their intrinsic activity as 
vasoconstrictors, Sutton and co-work- 
ers? determined the vasoconstrictor 
potency of steroids injected intrader- 
mally. Despite more than a decade of 
experience with the vasoconstrictor 
assay for evaluation of topical anti- 
inflammatory steroids, the quanti- 
tative relationship between dermal 
vasoconstriction and skin levels of 
specific steroids following topical ap- 
plication has not been defined. The 
purpose of this study was to examine 
the quantitative relationship between 
skin levels of hydrocortisone and skin 
blanching after topical application of 
the drug. 


METHODS AND MATERIALS 
Vasoconstrictor Screening 


" Ointments (hydrophilic ointment, Unit- 
ed States Pharmacopeia, and 2.5% hydro- 
cortisone in hydrophilic ointment) were 
applied with light rubbing to randomized, 
coded areas of the forearms of 84 volun- 
teers. Areas were occluded for 24 hours 
with pressure-sensitive adhesive tape. Vas- 
oconstriction was assessed by two indepen- 
dent observers approximately 15 minutes 
after removal of the dressing. The blanch- 
ing response was scored as none (0), slight 


(+1), or marked (+2). Informed consent 
was obtained from all subjects prior to 
initiating the study. 


Skin Samples 


Hydrophilic ointment and 2.5% hydrocor- 
tisone in hydrophilic ointment (approxi- 
mately 200 mg of ointment) were applied 
to bilaterally symmetrical areas (9 sq cm) 
of the forearms of 16 healthy male volun- 
teers. After 16 hours of occlusion, the 
dressing was removed and excess ointment 
wiped away. One hour after removal of the 
dressing, vasoconstriction was assessed. To 
ensure complete removal of superficial 
ointment before skin samples were taken, 
the area was washed thoroughly with 70% 
alcohol and stripped twice with cellulose 
tape. Two sequential 0.1-mm-deep skin 
samples were taken from each forearm 
using a modified electrokeratotome (Cas- 
troviejo)." The first cut, made with a 10- 
mm wide blade, consisted essentially of 
epidermis. The second cut, made within the 
area of the first with a 7-mm blade, 
produced essentially dermis. Skin samples 
were lyophilized and stored in a desiccator. 
A portion of the skin was reserved for 
histologic examination. 

To check the adequacy of washing tech- 
niques, 2.5% hydrocortisone ointment was 
applied to the control area (which had been 
exposed to hydrophilic ointment during the 
16 hours of occlusion) and immediately 
wiped off. The area was washed and 
stripped in the same manner as the treated 
area (as described above). Sequential skin * 
samples were then removed from the area. 
Skin samples were lyophilized and ana- 
lyzed for hydrocortisone content. Hydro- 
cortisone detected in these control samples 
was assumed to result from inadequate 
washing technique. Contact time with the 
hydrocortisone-containing ointment was 
considered insufficient for percutaneous 
penetration. 
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Table 1.—Incidence of 


Vasoconstriction in a Double-Blind 


Study (84 Subjects) With 
2.5% Hydrocortisone Ointment 


Response, % 


Ointment 


2.5% hydrocorti- 
sone 

Hydrophilic oint- 
ment (base) 


Table 2.—Epidermal and 
Dermal Levels of Hydrocortisone 
Following Topical Application 
of 2.5% Hydrocortisone in 
Hydrophilic Ointment 


Concentration, 
ug/g* 


Sub- Epi- 


ject Response dermis Dermis 





* Concentrations are in units of micrograms of 
hydrocortisone per gram of lyophilized skin; 1 g 
of lyophilized skin is approximately equal to 2.7 g 
of fresh tissue. 

TOral prednisone or prednisolone therapy. 


Spectrophotofluorometric Analysis 


Skin samples were analyzed for hydro- 
cortisone using a modification of Matting- 
lys fluorometric method." Skin was 
homogenized and quantitatively trans- 
ferred to extraction tubes with 2.0 mL of 
ethyl alcohol (10%). The homogenate was 
extracted with 15 mL of dichloromethane 
by shaking for 20 minutes. Five milliliters 
of fluorescence reagent (85% w/w sulphur- 
ic acid-15% ethyl alcohol) was added to a 
10-mL aliquot of the dichloromethane layer 
and mixed thoroughly. After ten minutes, 
the fluorescence of the ethyl alcohol- 
sulphuric acid layer was measured at an 
excitation wavelength of 470 nm and an 
emission wavelength of 525 nm (Aminco- 
Bowman spectrophotofluorometer) The 
minimum detectable level of hydrocorti- 
sone was estimated as 10 ug/g of lyophi- 
lized tissue. | 
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RESULTS AND COMMENT 


Under test conditions, the incidence 
of vasoconstriction in the population 
of 84 subjects was 53% for hydrocorti- 
sone and 12% for the ointment base 
(Table 1). Of the 16 subjects from 
whom skin samples were obtained, 
nine (56%) exhibited blanching in the 
area of hydrocortisone application 
(Table 2). 

Washing procedures for removing 
superficial, adsorbed hydrocortisone 
ointment were satisfactory. Control 
epidermal samples contained insignif- 
icant amounts (<10 ug/g) of hydro- 
cortisone. The hydrocortisone concen- 
tration in the epidermis of subjects 
with a +2 blanching response was 
significantly greater (t test, P = .05) 
than those with no blanching (Table 
2). The average epidermal concentra- 
tions for subjects with +2 blanching 
was 274 ug/g (+200 SD) and, for those 
with no blanching, 79 ug/g (+182 SD). 
Six of the eight subjects with +2 
blanching had epidermal concentra- 
tions greater than 200 ug/g of lyophi- 
lized skin. The remaining two subjects 
with lower hydrocortisone levels were 
both receiving corticosteroids (predni- 
sone and prednisolone) orally. One of 
the seven subjects who failed to show 
blanching had an epidermal concen- 
tration greater than 200 ug/g. 

Hydrocortisone was not retained in 
the dermis to any significant extent 
in most subjects (Table 2). In five 
subjects, concentrations were greater 
than the minimum detectable concen- 
tration (10 ug/g). Those dermal sam- 
ples (second cut) with measurable 
steroid levels showed epidermal con- 
tamination on microscopic examina- 
tion. The barrier to penetration of 
hydrocortisone is in the epidermis.’ 
Relative to the epidermis, the dermis 
presents little hindrance to penetra- 
tion. Hydrocortisone did not accumu- 
late in the dermal layer, and thus must 
be rapidly removed from the area by 
the cutaneous blood supply. 

The data suggest that for hydrocor- 
tisone a minimum epidermal level of 
approximately 200 ug/g is required to 
elicit the blanching response. The low 
incidence of vasoconstriction response 
to hydrocortisone is apparently due, in 
part, to an inadequate epidermal 
reservoir of the drug. Whether the low 
concentration is due to inefficient 
penetration or rapid clearance from 


the skin in some subjects is not 
known. To compare the intrinsic activ- 
ity of hydrocortisone and the fluori- 
nated steroids using this method 
would require similar correlations of 
skin levels and vasoconstriction re- 
sponse for the more potent anti- 
inflammatory steroids. 


This investigation was supported by Medical 
Research Council of Canada grant MA-3206 and 
the Canadian Foundation for the Advancement 
of Pharmacy. 

T. Taylor, MD, B. Bendl, MD, assisted in 
obtaining skin samples. L. Taylor assisted in 
evaluating vasoconstriction and analyzing skin 
samples. 

Hydrocortisone micronized powder was pro- 
vided by Merck, Sharp and Dohme of Canada, 
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Nonproprietary Name and 
Trademarks of Drug 


Hydrocortisone—Cort-Dome, Cortef, Corti- 
fan, Cortril, Hycortole, Hydrocortone. 
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Subcutaneous Inflammatory Disease 


Russell B. Harris, MD; Scott C. Duncan, MD; Richard I. Ecker, MD; R. K. Winkelmann, MD, PhD 


* A review of inflammatory subcuta- 
neous disease revealed that lymphoid 
follicles are observed frequently in lupus 
panniculitis. They are found rarely in other 
lymphocytic inflammatory diseases in- 
volving the panniculus, such as morphea, 
erythema nodosum, and erythema indura- 
tum. The lymphoid follicle may be an 
indication of immunoreactive and con- 
nective tissue disease, and cases should 
be evaluated with this in mind. 

(Arch Dermatol 115:442-443, 1979) 


[| pea follicles with germinal 
centers occur in dermis and 
subcutaneous tissue in benign lym- 
phoid disease of the skin. Masses of 
small lymphocytes organized in the 
nodule surrounding a germinal center 
with larger pale cells and occasional 
polychrome bodies are characteristic. 
Caro and Helwig’ found such lesions 
in 22% of their cases of benign 
lymphocytic hyperplasia (lymphocyto- 
ma or insect-bite reaction). Lymphoid 
follicles have been noted in lupus 
panniculitis, but no survey of other 
inflammatory panniculitis for such 
lesions has been made. We have 
surveyed our files of connective tissue 
and adipose tissue diseases and found 
that lymphoid follicle masses with 
germinal centers characterize lupus 
panniculitis and occur infrequently in 
other inflammatory skin diseases. 
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MATERIALS AND METHODS 


Biopsy specimens containing adequate 
subcutaneous tissue were sectioned and 
stained with hematoxylin-eosin and Giem- 
sa for evidence of lymphoid nodules and 
lymphoid follicles with germinal centers. 
There were 21 cases of lupus panniculitis, 
151 of morphea, 205 of erythema nodosum, 
84 of erythema induratum, 13 of lipo- 
phagic granuloma, and 121 of panniculitis. 
The cases of panniculitis were divided into 
26 of acute, 74 of granulomatous, 15 of 
lymphocytic-plasma cell, and six of eosino- 
philic. 


RESULTS 


Of the 21 cases of lupus panniculitis, 
five demonstrated lymphoid follicles. 
These were to be found in both the 
dermis and the adipose tissue (Fig- 
ure). The follicular masses were usual- 
ly multiple and discrete. No tendency 
to massive tumor-like lymphoid infil- 
trate containing the follicular masses 
was observed. 

Other diseases rarely showed lym- 
phoid masses (Table). Morphea had 
lymphoid follicles only in the subcuta- 
neous tissue. In other forms of 
lymphoid erythema, such as erythema 
nodosum, very few lymphoid follicular 
lesions in the adipose tissue were 
observed. We believe it noteworthy 
that positive results on biopsy are 
seen with some frequency in lupus 
panniculitis but only infrequently in 
other diseases involving the pannicu- 
lus, such as erythema nodosum, ery- 
thema induratum, and morphea. 


COMMENT 


Our study has shown that lymphoid 
follicles characterize the lymphocytic 


inflammation of lupus panniculitis 
and rarely are found in other forms of 
chronic lymphocytic skin disease. This 
supports the contention of Gans and 
Steigleder' and of Irgang? that the 
conjunction of lupus erythematosus 
and lymphocytic hyperplasia (Spie- 
gler-Fendt disease) was important in 
characterizing certain subcutaneous 
indolent variations of the lupus ery- 
thematosus syndrome. The rate of 
occurrence of such lesions in subcuta- 
neous scleroderma, as described by 
Bafverstedt? and by Fleischmajer et 
alë and now confirmed by the present 
study, emphasizes the basic pathologic 
similarity of some of the clinical and 
pathologic events of lupus erythema- 
tosus and scleroderma. Dubois et al 
and Chorzelski and Jablónska* de- 


Lymphoid Follicles in 
Inflammatory Skin Disease ^ 


Positive 
No. of m 
Disease Cases No. % 
Lupus panniculi- 
tis 21 5 24.0 
Morphea 151 3 2.0 
Erythema nodo- 
sum 205 1 0.5 
Erythema indura- 
tum 84 2 2.4 
Panniculitis 
Acute 26 0 0 
Granuloma- 
tous 74 0 0 
Lymphoocytic- 
plasma cell 15 1 Zz 
Eosinophilic 6 0 0 
Lipophagic gran- 1 
uloma 13 0 0 
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Left, Lymphoid follicle within adipose tissue of patient with lupus panniculitis (hematoxylin-eosin, 
x40). Right, Higher magnification of a similar germinal center (hematoxylin-eosin, original 
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magnification x 100). 


scribed sclerodermatous lesions in 
lupus erythematosus. Tuffanelli’ 
found lupus and scleroderma pro- 
cesses in members of the same family. 
Umbert and Winkelmann” noted cu- 
taneous lupus erythematosus and scle- 
roderma lesions in the same case, one 
of a mixed cutaneous connective 
tissue disease. 


nodules, particularly around small 
hyaline capillary vessels. A second 
change was found in acute panniculi- 
tis with necrosis where polymorpho- 
nuclear leukocytes (some leukocyto- 
clastic) intermingled with the central 
cells in the lymphoid mass. The third 
change involved the evolution of a 
histiocytic granuloma in the center of 


extremity. One patient with morphea 
also had pancreatitis and pancreatic 
fibrosis secondary to stenosis of the 
sphineter of Oddi. 

We believe that such patients 
require more than routine observa- 
tion. A careful history for immunore- 
active and immune-complex disease 
should be made. Excision biopsy for 








Rounded, discrete masses of lym- the lymphoid mass. In early stages, study, culture, and direct immuno- 4 
phocytes (lymphoid nodules) accompa- this could be mistaken temporarily for ^ fluorescence should be done. Serologic dq 
ny the lymphocytic perivascular in- a lymphoid follicle. study for antibodies to nuclear anti- 4 
flammation typical of many erythe- The patients without lupus erythe- ^ gen, extractable nuclear antigen, and 4 
matous skin diseases. Such masses matosus and with lymphoid follicle native-DNA and ribonucleoprotein i 
may be isolated or commingled with inflammatory disease often had should be part of the examination. 3 
other pathologic events and usually ^ unique clinical histories. In one case, Special consideration should be given "1 
are angiocentrie. We found three diagnosed as erythema induratum, |. to connective tissue and immune- A 
changes in such nodules that gave a tuberculosis was never proved, and complex diseases in the evaluation of ^ 
false appearance of a lymphoid folli- ^ ultimately the patient had amputation these cases. Study results of delayed | 
cle. The first occurred as an acute, of the involved extremities for pro- hypersensitivity and lymphocyte re- d 


edematous change in the lymphoid 
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Trichomycosis Pubis 


Lt Col Stephen W. White, MC, USA, Maj Jay Smith, MC, USA 


e Trichomycosis is a bacterial infection 
of hair that involves the axilla and, uncom- 
monly, the pubis. The causative agent of 
trichomycosis pubis is probably the same 
as that in trichomycosis axillaris, as deter- 
mined by culture and electron micros- 
copy. We believe that increased aware- 
ness of trichomycosis pubis will show it to 
be common in certain environments. 

(Arch Dermatol 115:444-445, 1979) 


ji richomycosis is a bacterial infec- 
tion of axillary and pubie hair. 
These conditions are called trichomy- 
cosis axillaris and trichomycosis pubis, 
respectively. Previous reports have 
not proved that they have the same 
cause. Clinically, yellow (flava), red 
(rubra), or black (nigra) concretions 
are adherent to the hair shaft. The 
yellow variety is by far the most 
common and the black variety is rare.’ 
The skin is not affected in trichomyco- 
sis. 

The condition is often asymptomat- 
ic and goes unnoticed by the patient. 
Patients may complain, however, of 
colored hair, stained clothes, offensive 
odor, or colored sweat. The discolored 
sweat may be confused with chromi- 
drosis, a disorder of apocrine sweat- 
ing. Other considerations in the 
differential diagnosis are piedra and 
artificial coating of the hair from 
deodorants or powders. 
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REPORT OF CASES 


Case 1.—An 18-year-old man complained 
of a foul odor from his groin, with discolor- 
ation and loss of pubic hair. Many broken 
hairs with yellow concretions were seen in 
the crural folds. A “corynebacteria species” 
was isolated from the involved hair. The 
patient was treated with erythromycin 
tablets (250 mg four times daily) and topi- 





æ 


Fig 1.—Pubic hair shaft from patient 2 
shows concretion adherent to hair (origi- 
nal magnification x 400). 


cally applied bacitracin ointment (three 
times daily) for ten days. Examination 
eight weeks later showed regrowth of 
normal pubic hair. 

CASE 2.—A 21-year-old man had a yellow 
coating on his pubic hair, primarily in the 
crural folds (Fig 1). The crural and scrotal 
skin was normal. Involved hair for bacteri- 
al culture was immersed in 70% ethyl alco- 
hol for one second to remove fast-growing 
contaminants. The hair was soaked in 
buffered saline for 12 hours to disperse the 
granules. The granules were crushed and 
inoculated on sheep blood agar, Sabou- 
raud's agar, and brain-heart infusion agar 
containing 1% polysorbate 80. Hair was 
also placed in glutaraldehyde (5%) for elec- 
tron microscopic study. 

The bacterial culture grew an aerobic 
diphtheroid that had characteristics as- 
cribed to Corynebacterium tenuis. Elec- 
tron microscopic sean (Fig 2) and transmis- 
sion microscopy demonstrated the concre- 
tions to be composed of bacteria consistent 
with those reported to cause trichomycosis 
axillaris Although the fungal culture 
grew Trichosporon cutaneum, the electron 
microscopy findings (Fig 3 and 4) indicated 
that this was probably a contaminant. Disk 


Fig 2.—Hair shaft concretion from patient 2 (original magnification x 875). 
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Fig 3.—Diphtheroid causative organism of trichomycosis pubis in 
sectioned hair (original magnification x 30,800). 


sensitivity indicated that the diphtheroid 
was sensitive to clindamycin. After the 
patient was treated topically with clinda- 
mycin (1% in ethyl alcohol) twice a day for 
ten days, he appeared clinically cured. Six 
weeks after therapy he remained free of 
disease. 


COMMENT 
History 


Trichomycosis was first described 
by Paxton’ in 1869 and named for its 
resemblance to Trichophyton tonsu- 
rans. Many different etiologic agents 
were suggested until Castellani’ 
brought wide acceptance to the name 
Nocardia tenuis. Crissey et al re- 
ported trichomycosis axillaris in 23% 
of patients seen in Philadelphia in the 
late summer. They termed the orga- 
nisms responsible C tenuis and im- 
plied involvement of a single species. 
Freeman et al' demonstrated that 
trichomycosis can be caused by at 
least three species of corynebacteria. 
The classification of corynebacteria is 
still in a state of flux, and species or 
varieties tentatively have been di- 
vided according to biochemical charac- 
teristics in culture. Whether the vari- 
ous colored forms of trichomycosis are 
due to variations in corynebacteria or 


1. Castellani A: Trichomycosis flava, nigra and 
rubra of the axillary regions. Br J Dermatol 
23:341-346, 1911. 

2. McGride ME, Freeman RG, Knox JM: The 
bacteriology of trichomycosis axillaris. Br J 
Dermatol 80:509-518, 1968. 

3. Evans NM: Classification of aerobic diph- 
theroids from human skin. Br J Dermatol 80:81- 
83, 1968. 

4. Montes LF, Vasquez C, Cataldi MS: Electron 
microscopic study of infected hairs in trichomy- 
cosis axillaris. J Invest Dermatol 40:273-278, 
19632 

5. Paxton FV: On a disease condition of the 
hairs of the axilla, probably of parasitic origin. 
J Cutan Med 3:133, 1869. 

6. Crissey JT, Rebell GC, Laskas JJ: Studies on 
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to associated pigment producing cocci 
is not resolved. 

Electron microscopic study of in- 
volved hair in trichomycosis axillaris 
disclosed extensive bacterial coloniza- 
tion of the hair, with destruction of 
both cuticular and superficial cortical 
hair keratin.“ 

The incidence of trichomycosis is 
definitely increased in conditions of 
warmth, humidity, and poor hygiene.” 
The reports of Crissey et al’ (Philadel- 
phia) and Zaias et al'" (Panama) of an 
incidence of 23% to 30% in consecutive 
unselected patients are seldom dupli- 
cated elsewhere. 

Although both trichomycosis axil- 
laris and trichomycosis pubis are 
mentioned in all major dermatologic 
texts, published cases are infrequent. 
A search of the literature disclosed 14 
articles about trichomycosis axillaris 
in English or German in the past 25 
years, but none entitled “trichomyco- 
sis pubis.” In the survey of Savin and 
co-workers'' of 874 institutionalized 
patients in England, 26% had tricho- 
mycosis axillaris, 1.5% had trichomy- 
cosis axillaris and pubis, but only 
three patients (0.384%) had only tricho- 
mycosis pubis. This single report is 
the only recent study to note tricho- 
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Fig 4.—Causative organism of trichomycosis pubis (original 
magnification x 55,000). 


mycosis pubis. Our two patients only 
had pubic involvement. 


Treatment 


Trichomycosis is not difficult to 
treat but often is recurrent. Standard 
dermatologic texts'^'' discuss the 
treatment of trichomycosis axillaris 
and trichomycosis pubis as one sub- 
ject. We were unable to find any 
reports specifically discussing the 
treatment of trichomycosis pubis. The 
suggestion to shave the pubic hair was 
met with resistance in our patients. 
Trichomycosis has been treated suc- 
cessfully with benzoic and salicylic 
acid ointment, antibacterial soaps, 
and antibiotics. 

Clindamycin may be the most effec- 
tive antibiotic for topical use against 
corynebacteria species on the skin or 
its appendages." Topical treatment 
usually is effective alone. 


Electron microscopy was performed by Frank 
B. Johnson, MD, Division of Chemical Pathology, 
Armed Forces Institute of Pathology. 
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Case Reports 


Pemphigoid Vegetans 


R. K. Winkelmann, MD, PhD, W. P. Daniel Su, MD 


€ A 24-year-old woman had massive 
purulent and verrucous vegetations with 
fissuring in the groin and axillae. She also 
had scaling, crusted, bullous, and puru- 
lent lesions on the scalp, face, axillae, 
umbilicus, groin, and hands. Biopsy spec- 
imens of skin for histopathologic exami- 
nations and direct immunofluorescent 
study showed typical bullous pemphigoid, 
and serial serum samples tested by indi- 
rect immunofluorescent study confirmed 
the diagnosis. A basement membrane 
antibody was present on four occasions at 
titers of 320, 1,280, 160, and 320. The 
differential diagnosis included dermatitis 
vegetans and pemphigus vegetans. An 
appropriate term for this manifestation of 
bullous pemphigoid is “pemphigoid vege- 
tans.” 

(Arch Dermatol 115:446-448, 1979) 


V egetating lesions occur in many 
inflammatory dermatoses, but 
they are believed to be particularly 
characteristic of some immune-re- 
sponsive stages of syphilis and tuber- 
culosis, blastomycosis, blastomycosis- 
like pyoderma, and pemphigus vege- 
tans. Because infectious and drug 
causes usually can be diagnosed and 
confirmed readily, the diagnosis in 
difficult cases often resolves itself to 
the consideration of either pemphigus 
vegetans or dermatitis vegetans (Hal- 
lopeau’s disease). The case presented 
herein was considered to be one of 
these two diseases until appropriate 
study showed the histologic changes 
and immunofluorescence pattern of 
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bullous pemphigoid. We believe an 
appropriate term for this unique 
manifestation of pemphigoid is “pem- 
phigoid vegetans." 


REPORT OF A CASE 


A 24-year-old woman was seen by us 
with the referral diagnosis of pemphigus 
vegetans. Her disease had begun 1!? years 
previously with a vesicular lesion on her 
lower lip. During the next several months, 
crusted, pustular, and vesicular lesions 
developed on her arms and groin. She was 
hospitalized, and biopsy confirmed the 
diagnosis of pemphigus vegetans. Oral 
steroid therapy was begun. Some improve- 
ment occurred, but the patient voluntarily 
discontinued the treatment because of 
generalized swelling and the subsequent 
proliferation of the lesions. For the past 
several months, she had been treated with 
diet and vitamins, and the results varied. 
Continued vesicular crusting and pustular 
lesions were limited to the face, axillae, 
inguinal area, and hands, though a few 
scattered lesions were observed. During 
this time, she had lost 6.81 to 9.08 kg. She 
had not had fever, chills, or night sweats. 
Her menstruation had been absent for one 
year. Her medical history included recur- 
rent infectious disease and a respiratory 
infection in infancy that lasted three to 
five months, from which she “almost 
died.” 

Examination at our clinic showed scal- 
ing, crusted, purulent lesions of the scalp, 
eyelids, perioral area, retroauricular ear 
canal, and axillary, umbilical, inguinal, and 
hand regions (Fig 1, top). Massive verru- 
cous and purulent vegetations with fissur- 
ing occurred in the groin and axillae (Fig 1, 
center and bottom). The patient had been 
unable to move her hands for three weeks 
because of the massive inflammatory, 
purulent, and crusted reaction. The results 
of the remainder of her general medical 
examination were not remarkable. Staphy- 
lococcus aureus, Corynebacterium species, 
group D Streptococcus, and f-hemolytie 
Streptococcus group C were grown from 
cultures of many areas of her skin. 


p^ 
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Cultures for virus, fungus, and mycobac- 
teria were all negative. Some of the pustu- 
lar lesions on her skin showed no positive 
culture. 

The leukocyte count was 11,000/cu mm, 
with 20% eosinophils. Results of an opsono- 
cytophagic test done with S aureus were 
normal. The sedimentation rate was 40 
mm/hr (Westergren) Results of serum 
protein electrophoresis, blood lipid studies, 
and blood chemistry studies were normal. 
The blood calcium level was 8.3 mg/dL on 
admission. The immunoglobulin and com- 
plement levels were essentially within 
normal limits. 

Skin biopsy specimens showed subepi- 
dermal edema, necrosis, neutrophil infil- 
tration, and eosinophilia and bulla forma- 
tion consistent with bullous pemphigoid 
(Fig 2, top and center). Biopsy specimens 
of verrucous areas from the groin and 
axilla showed pseudoepitheliomatous hy- 
perplasia, vascular proliferation, and fibro- 
sis, with mild eosinophilia (Fig 2, bottom), 
No acantholysis or microabscesses of eosin- 
ophils in the epidermis were noted in any 
of the specimens. Results of direct immu- 
nofluorescence of both lesions indicated 
linear IgM fluorescence at the basement 
membrane, consistent with pemphigoid. 
Biopsy specimen of a vesicular lesion 
revealed IgG, C3, and fibrin at the base- 
ment membrane of the epidermis. Results 
of indirect immunofluorescence indicated 
basement membrane antibody at a titer of 
320. Subsequent weekly studies showed 
positive basement membrane antibody 
with titers of 1,280 and 160. Proctoscopy 
and roentgenograms of the upper gastroin- 
testinal tract and small intestines showed 
no abnormalities. A roentgenogram of the 
colon showed absence of haustra, consist- 


ent with chronic ulcerative colitis and laxa- ` 


tive abuse, but no evidence of active 
disease. 

Local therapy and therapy with sulfa- 
pyridine were started, and there was a 
quick response, with decrease in inflamma- 


tion, pustulation, and vesicular and crusted. ° 


lesions. The patient was dismissed to the 
care of her local physician and *was 
instructed to continue the sulfapyridine 
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Fig 1.—Pemphigoid vegetans. Top, 
Crusted, purulent lesions of hands. Similar 
lesions also occurred on scalp, face, and 
umbilical region. Verrucous and purulent 
vegetations with fissures occurred in axil- 
lae (center) and groin (bottom). 


Fig 2.—Pemphigoid vegetans. Top, Biopsy 
specimen from hand shows subepidermal 
edema, with bulla formation (hematoxylin- 
eosin, original magnification x64). Cen- 
ter, Higher magnification of Fig 2, top, 
shows mixtures of eosinophils and neutro- 
phils in infiltrate (hematoxylin-eosin, origi- 
nal magnification x 160). Bottom, Biopsy 
specimens from axilla and groin show 


F * pseudoepitheliomatous hyperplasia with 


moderate dermal inflammatory infiltration 
(hematoxylin-eosin, original magnification 
x 40). 
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Syndromes of Dermatitis Vegetans (Hallopeau's Disease) 








planus, and psoriasis, aon its occur- 
rence underlying other clinical disease 


æ 


(trie, Aught as 'dormiatitia yegetans, y = 
appears to be rational. It occurs with 
Pemphigus vegetans (Neumann) Pemphigus other immune-complex-associated 
Pyoderma vegetans (variant of pyoderma Inflammatory bowel disease diseases such as rheumatoid arthritis, . |, 
gangrenosum) (DeAzua and Sada y Pons’) inflammatory bowel disease, and £ 
pemphigus. Bullous pemphigoid also 
has been observed with malignancy,” 
perhaps linked by immune-complex 
therapy. A serum sample that was studied sis is made by association with production. The possibility that the 
three months later contained basement pemphigus elsewhere on the body and pemphigoid antibody is secondary to 
membrane antibody with a titer of 320. by the results of direct and indirect epithelial inflammation and destruc- 
| | immunofluorescent study.’ tion ean be discounted by noting the 
COMMENT Degos' considered dermatitis vege- ^ positive direct basement membrane 
Our patient had an intertriginous, tans as a pyodermatous disease of | immunofluorescence in both bullous 
pustular, bullous eruption with pro- staphylococcal origin. Gay Prieto and and vegetative lesions, the response of 
gression to vegetative crusted lesions. Cascos? associated it with pyoderma the disease to steroids and sulfapyrid- 
No evidence of immune deficiency, gangrenosum in the vegetative form ine, and the absence of basement- 
leukocyte abnormality, or zinc orother on the extremities, as originally membrane antibody production in ` 
deficiency was obtained. The clinical, described by De Azua and Sada y other primary epithelial-destructive, 
histologic, and immunologic data indi- Pons.’ The cases of Brunsting et al of vegetative, intertriginous disease, 
cated that bullous pemphigoid was the pyoderma gangrenosum with ulcera- such as Hailey and Hailey familial 
principal diagnosis, although, to our tive colitis included cases that were pemphigus. Response of pemphigoid 
knowledge, pemphigoid has not been typical of pyoderma vegetans. Brun- to sulfa drugs has been reported," and 
previously reported as causing a vege- sting and Underwood“ reported pyod- it has been hypothesized that the 
tative dermatosis. Bullous lesions of erma vegetans associated with chronic forms that are more pyodermatous 
skin and mucous membrane in bullous ulcerative colitis. A later summary by respond better. 
pemphigoid commonly give rise to Perry and Brunsting’ discussed the We believe that the dermatitis 
ulcers and erosions and rarely to scar atypical bullous lesions observed with vegetans type of lesion has a confus- 
formation. Lever’s review? and a pyoderma gangrenosum and chronic ing dermatologic pattern. Although it 
recent Mayo Clinic summary of 144 ulcerative colitis. The unusual roent- can be simulated by inherited disease 
cases by Person and Rogers? did not genographic appearance of the colon such as familial pemphigus, infections | 
discuss any vegetative lesions as of our patient, even in the absence of such as blastomycosis, drug eruptions M 
occurring in the usual pemphigoid. signs and symptoms and of procto- such as bromoderma and iododerma, 
The classic cause of intertriginous, scopic evidence of inflammatory bow- and tumors such as giant keratoacan- 
bullous, vegetative disease is pemphi- el disease, suggests that our patient thoma, dermatitis vegetans comprises 
gus vegetans. Two forms have been might have had inflammatory bowel four principal syndromes (Table). 
recognized: the Neumann form, which disease with related pemphigoid, Only in the first syndrome, reported 
is similar clinically to pemphigus, and which in turn developed vegetative by Degos,' is the diagnosis made by 
the Hallopeau form, which is similar lesions. An additional factor might exclusion. Positive diagnosis can be 
to dermatitis vegetans. Both forms have been the ingestion of kelp natu- made by appropriate clinical, patho- 
are associated with mucous membrane ral vitamins containing iodide, which logic, and immunologic testing. We 
and other lesions of pemphigus vul- would have aggravated both dis- believe that pemphigoid vegetans is 
garis. However, in the Hallopeau eases. consistent with the signs and is an 
form, the clinieal and histologic ap- Bullous pemphigoid has been re- additional causative factor for vegeta- 
pearance of the vegetative lesions ported to be associated with blistering tive skin lesions. 
does not show pemphigus. The diagno- lesions in lupus erythematosus, lichen 
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Hypodermitis Sclerodermiformis and 


Unusual Acid-Fast Bacteria 


Alan R. Cantwell, Jr, MD; Dan W. Kelso; Lyon Rowe, MD 


e We describe two patients with local- 
ized, chronic, painful, scleroderma-like 
lesions of the lower part of the leg asso- 
ciated with venous stasis. This type of 
lesion has been termed “hypodermitis 
sclerodermiformis," and we review the 
literature pertinent to this entity. In addi- 
tion, skin biopsy material was studied for 
the presence of acid-fast microbes. In 
both cases, Fite-Faraco-stained tissue 
sections contained many acid-fast coc- 
coid and giant microbial forms suggestive 
of transitional L forms. Culture of the 
lesion in both cases was positive for 
Staphylococcus epidermidis. Until the 
cause is fully clarified, the search for 
acid-fast bacteria appears warranted in 
forms of pseudoscleroderma such as 
hypodermitis sclerodermiformis. 

(Arch Dermatol 115:449-452, 1979) 


ypodermitis — sclerodermiformis 

(HS), a term coined by Huriez et 
alj is a localized scleroderma-like 
hardening of the skin, usually affect- 
ing the lower part of the leg in women 
as a result of long-standing venous 
stasis and periphlebitis and throm- 
bophlebitis. It differs from scleroder- 
ma in that vascular manifestations 
are prominent, resulting in variable 
degrees of leg varicose change, an- 
kle edema, secondary pigmentary 
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changes, pain, and tenderness. Ja- 
blonska et al^? and others*^ consider 
the pathogenesis to be neurotrophic. 
The histologic picture in 12 cases 
reported by Pierard and Kint’ showed 
variable degrees of thinning of the 
epidermis, characteristie thinning and 
sclerosis of the dermis with dense 
collagen bundles arranged parallel to 
the surface, edema of the upper 
dermis in most cases, with an in- 
creased number of capillaries with 
narrowed lumens, and an absence of 
hair follicles and sebaceous glands. An 
important characteristic was the 
thickened musculature of the deep 
dermal vessels, sometimes completely 
obliterating the vascular channel. The 
inflammatory response, if any, was 
minimal and consisted of weak peri- 
vascular infiltrates composed of 
lymphocytes and plasma cells. Elastic 
fibers were absent in the papillary 
and subpapillary dermis, and were di- 
minished in number elsewhere, show- 
ing evidence of degeneration, frag- 
mentation, disintegration, and clump- 
ing, unlike that seen in scleroderma. 
We report two cases that have the 
clinical and histologic picture ascribed 
to HS. In addition, we have investi- 
gated for the presence of acid-fast 
bacteria in tissue sections and in 
culture as previously reported in asso- 
ciated with scleroderma,''" morphea,'^ 
and panniculitis.’ In both cases, 
unusual acid-fast microbes with bi- 
zarre microbial forms were seen in 
tissue sections. Bacteriologie culture 
of the lesion in both cases was positive 
for Staphylococcus epidermidis. As 
these questionably pathogenic tissue 
microbial forms have not heretofore 
been demonstrated in microscopic sec- 
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tions from HS, it is possible that their 
presence may be related to the patho- 
logic changes observed in this dis- 
ease. 


REPORT OF CASES 


Case 1.—A 61-year-old woman was exam- 
ined in August 1977 for an erythematous, 
painful, tender, and hardened area of the 
skin above the right medial malleolus, 
which had been present for three weeks. 
On palpation, the surface of the skin was 
smooth but the lesion was markedly indu- 
rated, measuring 6 x 9 em with a well- 
defined border. There were prominent 
bilateral varicose veins, one of which tra- 
versed the lesion. The patient stated that a 
few "nodules" had been present on the 
lower part of the right leg 18 months 
previously, but they had disappeared with- 
out treatment within a few weeks. The 
present lesion developed shortly after her 
return from a month's tour of the Far 
East. 

A two-week trial of tetracycline (250 mg 
three times a day) with the twice-daily 
application of flurandrenolide (Cordran) 
tape did not improve the lesion. Results of 
routine laboratory tests, total serum pro- 
tein level, and quantitative serum immuno- 
globulin levels were normal. Serum antinu- 
clear antibody titer was reported as nega- 
tive, and a roentgenogram of the leg 
showed no abnormality. A skin test with 
purified protein derivative (PPD, 250 
tuberculin units [TU]) showed no reac- 
tion. 

In October, histologic examination of 
tissue sections of this hard plaque showed 
no fibrosis of the dermis, no reactive cellu- 
lar response, and no histologic changes to 
support a specific diagnosis. However, 
careful study of the deep dermal blood 
vessels showed thickened vessel walls with 
varying degrees of occlusion (Fig 1). The 
middle and deep dermis of sections stained 
with Fite-Faraco showed a scattering of 
numerous weakly acid-fast and non-acid- 
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Fig 1.—Deep dermal blood vessel (case 1) with thickened wall and 
occlusion of lumen (hematoxylin-eosin, original magnification 
x 100). 





Fig 3.—Giant L body (case 1) with internal structure and adjacent 
ruptured large body in deep dermis (PAS, original magnification 
x 1,000). 
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Fig 5.—Acid-fast coccoid forms (case 2) in deep dermis (Fite- 
Faraco stain, original magnification x 1,000). 
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Fig 2.—Non-acid-fast coccoid forms (case 1) in the mid-dermis 
(Fite-Faraco stain, original magnification x 1,000). 
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Fig 4.—Smear from culture (case 1) in thioglycollate broth show- 
ing Gram-variable, variably sized cocci (arrow) with binary and 
tetracoccal forms compatible with Staphylococcus epidermidis 
(Gram stain, original magnification x 1,000). 


Fig 6.—Smear from culture (case 2) in thioglycollate broth com- 
patible with Staphylococcus epidermidis. Arrows point to rare rod 
and coccoid forms splitting by binary fission (Ziehl-Neelsen stain, 
original magnification x 1,000). 
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fast coccoid Dims (Fig 2.). Larger cyst-like 
. forms wit}/and without stainable, internal 

structure! were seen in the deep dermis. 
Noe of these large forms were weakly 

acid-fast and appeared to be ruptured, 
revealing smaller forms of variable size 
"* ` (Fig 3). Toludine blue, PAS, Alcian blue, 
and Gomori's elastic stain all colored these 
large forms. Weakly acid-fast coccoid 
forms were also seen in the lumen of some 
eccrine sweat glands. The auramine stain 
for mycobacteria was reported as nega- 

tive. 

In October 1977, a skin biopsy specimen 

was submitted for bacteriologic culture, 
which yielded no growth. In January 1978, 
a second specimen was submitted and a 
smear from growth produced in thioglycol- 
late broth showed Gram-variable, variably 
sized cocci, including binary and tetracoc- 
cal forms (Fig 4). The organism produced 
^ catalase, but not coagulase, and was 
compatible with S epidermidis. 

Four months after the initial visit, the 

lesion was no longer painful and only mild- 
ly tender, but the firmness and original 
size of the lesion remained the same. 

Case 2.-In 1967, a 4 x 6-em slightly 

erythematous, painful, tender induration 
of the skin above the left lateral malleolus 
gradually developed in a 40-year-old mod- 
erately overweight woman. Past history 
revealed a venous ligation and stripping of 
the right leg in 1957. On palpation, the skin 
was smooth and the hardened area was 
well circumscribed from the surrounding 
pe normal skin. 

The patient was treated for a possible 
thrombophlebitis with phenylbutazone, in- 
domethacin, and later prednisone (20 mg 
daily), none of which were beneficial. In 
1969, due to chronic presence of some pal- 
pable veins and mild ankle edema, a vein 
stripping and ligation of the left leg was 
performed, which did not improve the 
lesion. A surgical biopsy specimen of the 
lesion showed a thinned epidermis and 
fibrosis of the dermis with no substantial 
inflammatory cell response. Several blood 
vessels within the hyalinized dermis 
showed thickening of their walls. 

The patient was unable to continue 
working due to the chronic leg pain, and in 
1973, a similar 5-em indurated, painful 
lesion appeared on the lower part of the 
right leg. A trial of 1,200 IU of vitamin E, 
1,000 mg of ascorbic acid, and 300 mg of 
isoniazid daily for three months was not 
helpful. Support of the leg with weekly 
applications of a medicated (Dome-paste) 

. bandage (improved Unna’s boot) produced 

partial relief of the pain. Abnormal labora- 

tory values at this time were an elevated 

serum triglyceride level of 243 mg/100 dL 

and an elevated IgM level (330 mg/dL; 

- *~* normal, 50 to 250 mg/dL). A roentgeno- 

gram of the lower part of the left leg 

showed a number of lacy calcifications in 

„^ the soft tissue of the involved area. Anoth- 

er biopsy specimen in 1973 revealed a 

similar histologic pattern of dermal hyalin- 

ie. * ization, but in addition, edema of the upper 

; dermis was present with an increase in the 
number of capillaries. 

In 1977, this biopsy specimen was 
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reviewed because of the similarity of this 
case to case 1, and Fite-Faraco-stained 
sections demonstrated similar acid-fast 
coccoid organisms in the dermis (Fig 5), as 
well as larger cyst-like forms. These forms 
could also be delineated with the PAS, 
toluidine blue, and methenamine silver 
stain. 

The patient was reexamined in Novem- 
ber 1977. The erythema, pain, and tender- 
ness had subsided from both lesions, but 
the indurations were essentially un- 
changed. A small area of the lesion on the 
left leg was depressed. Another biopsy 
specimen was obtained from the left leg 
that could not be interpreted as pathologic. 
Nevertheless, acid-fast stains revealed 
similar, but fewer organisms. A biopsy 
specimen from adjacent normal skin 
showed none of these forms. A skin test 
with PPD (250 TU) was not reactive. A 
repeat quantitative serum immunoglobulin 
examination performed in February 1978 
again showed an elevated IgM level (479 
mg/100 dL). 

An additional biopsy specimen was 
submitted for bacteriologic culture with 
the epidermis removed to minimize con- 
tamination. The isolate grew readily in 
thioglycollate broth and on blood agar. The 
organism produced catalase but not coagu- 
lase, and was interpreted as S epidermidis 
(Fig 6). No acid-fast forms were demon- 
strable. It must be noted that the micro- 
scopic size and shape of the organism was 
similar to the acid-fast coccoid forms seen 
in tissue sections from this case (Fig 5), as 
well as in tissue sections from case 1 
(Fig 2). 


COMMENT 


The earliest signs and symptoms of 
HS suggest a possible diagnosis of 
acute thrombophlebitis, although a 
careful history may reveal a slow and 
insidious onset of the disease. The lack 


of improvement with treatment con- . 


sisting of heat, bedrest, and leg eleva- 
tion, coupled with the chronicity of the 
lesion, will ordinarily encourage 
further investigation and dermato- 
logie consultation. Unaware of the 
European reports and the presenta- 
tion of HS by Jablonska and co-work- 
ers, consultants in our cases consid- 
ered diagnoses such as nodular vascu- 
litis, panniculitis, erythema nodosum, 
erythema induratum, and scleromyx- 
edema, as well as localized scleroder- 
ma. 

Although Jablonska states that “in 
clinically doubtful cases the diagnosis 
of HS is settled by the histologic 
picture, which is completely unlike 
that in scleroderma,” we have not 
found this to be the case in our two 
patients. The negative biopsy find- 
ings in hematoxylin-eosin-stained 
sections from case 1, and one of three 
biopsy specimens from case 2, 
prompted a pathologist's report of "no 
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pathologic diagnosis.” However, in 
case 1, careful reexamination of the 
deep dermal blood vessels did show 
thickening of some of their walls. 
Thickening of the walls of the cuta- 
neous blood vessels is also a character- 
istic of scleroderma. Possibly a more 
specific diagnostic point in favor of 
HS is the absence of elastic fibers in 
the papillary and subpapillary dermis, 
which was stressed by Pierard and 
Kint, and which was observed in both 
of our cases. 

Shelley has emphasized the nega- 
tive skin biopsy findings in scleroder- 
ma, and although he is aware of the 
diagnostic histologic criteria of the 
disease, he states that "reading a 
biopsy of scleroderma is not the histo- 
pathologist’s proudest moment, and 
most often the pathologist's contribu- 
tion is to raise no serious objection to 
the clinician’s fingertip diagnosis.""* 
This point may be applicable to the 
histologic diagnosis of HS as well, 
because the histopathologic changes 
may be so minimal and subtle that a 
diagnosis of "normal" skin may be 
rendered, especially if the histopathol- 
ogist is unaware of this uncommon 
and little-known clinical entity. 

At this time, we can only speculate 
on the importance of the finding of 
variably acid-fast microbes in tissue 
sections from our two patients, 
because certain saphrophytic bacteria 
may invade tissue that has undergone 
pathologic change. The Fite-Faraco 
stain showed myriads of acid-fast rods 
and large cyst-like forms, some of 
which appeared empty, and others 
filled with smaller forms. A few cysts 
appeared to be discharging their 
contents. The PAS, toluidine blue, and 
methenamine silver stain were helpful 
in delineating the various forms of the 
organism. The Brown-Brenn (Gram) 
stain was negative. None of the forms 
were stained with hematoxylin-eosin; 
however, they could be observed as 
light yellow, refractile bodies. The 
importance of the weakly acid-fast 
coccoid forms seen in some of the 
eccrine glands of our patients is not 
fully understood, although Pinkus and 
Mehregan? state that these coarse 
acid-fast "granules" can be found 
normally in the eecrine glands in 
Ziehl-Neelsen preparations. 

The variability of the staining reac- 
tions, the giant forms, and the lack of 
a cellular inflammatory response may 
indicate that we are dealing with cell- 
wall-deficient microbes in the L-form 
phase. Mattman et al'* have demon- 
strated "giant L bodies," some as 
large as 150 u, developing from a 
single rod, as part of the L cycle of 
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mycobacteria. Dienes'? described sim- 
ilar “large bodies” and he states that 
they “appear to be the connecting link 
both in the transformation of bacteria 
to L forms and the retransformation 
of L forms to bacteria.” The staining 
reaction and morphologic appearance 
of organisms with large microbial 
forms in HS also suggest infection 
with an intermittently acid-fast mi- 
crobe with a transitional L phase of 
the type so often described by Wuer- 
thele-Caspe et al,^'* Allen,’ Diller 
and Diller,” and Seibert et al in a 
number of disease states, including 
scleroderma. '®- "5 Recently, cell- 
wall-deficient coccoid bodies (about 
0.5 u in diameter) of unknown bacteri- 
al parentage were demonstrated in 
Giemsa-stained  hfstologic sections 
from aortic valvular lesions in four 
cases of infective endocarditis.” The 
pertinent implication of this morpho- 
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logic finding is that cell-wall-defi- 
cient microbes, which have heretofore 
been observed primarily in laboratory 
cultures, may now also be encountered 
in tissue sections by histopathologists 
using the light microscope. 

It seems reasonable to suggest that 
the isolation, in culture, of non-acid- 
fast cocci (S epidermidis) is related to 
the variably acid-fast coccoid forms 
that were present in the tissue 
sections. However, this is difficult to 
prove because acid-fastness is not a 
feature of staphylococci. Although not 
well known, non-acid-fast, exclusively 
coccoid forms of mycobacteria (myco- 
cocci) have been found in vitro by 
Csillag™-* and Krassilnikov.” Krassil- 
nikov believes that these forms are 
degraded mycobacteria, and considers 
some mycococci to be virtually indis- 
tinguishable morphologically and bio- 
chemically from some so-called micro- 
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cocci. The coccus form of mycobacteria 


is included in the genus Wycococcus . 
(Krassilnikov, 1938) within tHe family 
Mycobacteriaceae, and is included inf 
the seventh edition of Bergey’s Manu- 
al.’ This seemingly esoteric knowl- 
edge may have clinical significance in 
relating cultural isolates to tissue 
microbial forms, especially forms that 
are acid-fast and that appear as 
cocci,*'' "eoccoid forms,"9222:-27 eel]. 
wall-deficient coccoid forms, or 
large bodies.'*.'? 

Although HS is an uncommon, 
benign disease, it is an important 
disease to study for the presence of 
infection. The possibility that some 
forms of “pseudoscleroderma” may 
harbor microbes warrants further 
investigation. 
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e Host defense mechanisms were stud- 
ied in a patient with recurrent pyoderma of 
the scalp. Evaluation of the patient's 
inflammatory response demonstrated nor- 
mal yeast phagocytosis, normal capillary 
tube migration, normal results from a 
nitroblue tetrazolium dye test, and signifi- 
cantly decreased neutrophil chemotactic 
response (NC). The impaired NC was 
associated with a heat labile plasma in- 
hibitor. Chromatography of the patient's 
and of normal human plasma demon- 
strated three distinct protein peaks. 
Chemotactic inhibitory activity was found 
in the third peak of the patient's plasma 
but not in the control plasma. Normal in 
vitro NC was restored when greater than 
4096 normal human plasma was added to 
the column fractions that contained the 
inhibitor. Based on these findings, a 
subsequent exacerbation of the patient's 
pyoderma was treated with fresh frozen 
plasma, and dramatic clinical improve- 
ment occurred within 72 hours. 

(Arch Dermatol 115:453-457, 1979) 


pue chemotactic defects asso- 
ciated with recurrent bacterial 
infections generally have been related 
to intrinsic neutrophil defects of 
humoral deficiency states.' Few cases 
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have been reported in which chemo- 
tactic inhibitors have been demon- 
strated in patients with recurrent 
infections. 

Ward and Schlegel have described a 
functional serum chemotactic inhibi- 
tor in a child with recurrent bacterial 
infections and chronic granulomatous 
disease.” Smith and Soriano et al have 
described other patients with neutro- 
phil chemotactic inhibitors and recur- 
rent infections.** A group of patients 
with recurrent abscesses have been 
found to have hyperimmunoglobulin E 
and atopic dermatitis in association 
with defective neutrophil chemotax- 
is." Hill et al have described four 
patients with recurrent abscesses and 
allergie rhinitis associated with defec- 
tive neutrophil chemotaxis, but not 
accompanied by IgE elevation." Han- 
ifin et al have described chemotactie 
inhibition by plasma from patients 
with atopic dermatitis.” 

This report describes a patient with 
recurrent pyoderma and a neutrophil 
chemotactic defect in whom we have 
identified a plasma protein fraction 
with chemotactic inhibitory activity. 


REPORT OF A CASE 


A 24-year-old woman had no serious skin 
problems until 1970, when she developed an 
“itchy weeping measles-like rash on her 
face.” The rash cleared after five days of 
topical treatment with fluorinated corti- 
costeroids. Following therapy, the patient 
experienced repeated episodes of an “ooz- 
ing, itchy scalp” and was hospitalized for 
ten days in 1972 for treatment of a gener- 
alized eczematoid dermatosis. From 1972 
until her first admission to Martin Luther 
King Jr General Hospital (MLK) in Febru- 
ary 1975, she was treated with various 
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regimens of prednisone. During this time, 
she was essentially free of skin problems 
but began to experience side effects from 
the orally administered steroids. Conse- 
quently, she was gradually weaned off of 
the prednisone and, subsequently, devel- 
oped recurrences of her dermatitis. 

She was hospitalized at MLK three times 
in 1975 because of generalized exfoliative 
dermatitis. With each admission she 
showed considerable improvement within 
two weeks of treatment with systemic 
administration of antibiotics and antihis- 
tamines and topical applications of ster- 
oids. Because of her previous difficulties, 
she refused to take steroids systemically. 

During these three admissions, there 
were no meaningful laboratory findings 
that delineated the cause of her recurrent 
dermatosis and pyoderma; therefore, she 
was referred for further immunologic eval- 
uation. During the next year, she experi- 
enced mild to moderate flares of a weeping 
dermatosis of the scalp, which were partial- 
ly controlled by topical therapy and 
systemic administration of antibiotics. In 
December 1976, she had a generalized flare 
of the skin that was managed on an inpa- 
tient basis at MLK. 

Physical examination showed a tall, slen- 
der woman in moderate distress. Her oral 
temperature was 38 °C; blood pressure, 
92/72 mm Hg; pulse rate, 132 beats per 
minute; and respirations, 20/min. 

There was a malodoroys watery dis- 
charge from the scalp, severe verrucose- 
like granulation tissue of the scalp, crusts 
and scales along the hairline, and eczema- 
toid plaques in a generalized distribution, 
sparing the palms and soles (Fig 1, top); 
mucous membranes were not involved. A 
whitish watery discharge oozed from both 
external auditory canals. The cervical, axil- 
lary, and inguinal nodes were palpable, but 
no organomegaly was detected. There was 
no evidence of popliteal, antecubital, or 
posterior nuchal lichenification or postin- 
flammatory changes. White line dermato- 
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graphism was not present. Results of the 
rest of the physical examination were 
within normal limits. She denied a personal 
or family history of atopy. In the past, 
after taking either ampicillin or penicillin, 
she developed a generalized "itchy rash." 

Pertinent laboratory values were as 
follows: hematocrit reading, 40.2%; hemo- 
globin level, 12.3 g; WBC count, 10,200/cu 
mm, with a differential of 56% polymor- 
phonuclear leukocytes, 27% lymphocytes, 
6% monocytes, and 12% eosinophils with 
anisocytosis and poikilocytosis; corrected 
sedimentation rate, 55 mm; iron level, 59 
ug/dL; total iron-binding capacity, 303 ug/ 
dL; iron saturation, 20%; vitamin B,, level, 
1,716 pg/mL; folate concentration, 3.7 mg/ 
mL; blood type, A Rh positive; protein 
electrophoresis: serum albumin concentra- 
tion, 43 g/dL; a,-globulin level, 0.2 g/dL; 
a;-globulin level, 0.7 g/dL; B-globulin value, 
1.1 g/dL; y-globulin level, 2.5 g/dL; albu- 
min/globulin ratio, 0.95; 17-ketosteroid 
value, 5.5 mg/24 hr; IgA level, 575 mg/dL; 
IgG level, 2,280 mg/dL; IgM level, 104 
mg/dL; IgE level, 318 IU (normal < 100 
IU); and C3 value, 225 mg/dL. Urinalysis 
showed normal findings except for 20 to 30 
WBCs. The serum prothrombin time, 
partial thromboplastin time, serum chlo- 
ride, potassium, sodium, BUN, glucose, 
triiodothyronine,  thyroxine,  bilirubin, 
creatine phosphokinase, lactic dehydrogen- 
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Fig 1.—Top, Exacerbation of dermatosis in 
24-year-old woman. Bottom, Seventy-two 
hours after receiving fresh frozen plas- 


ase, SGOT, SGPT, chylomicron, and lipo- 
protein values, and a chest x-ray film were 
normal. Findings from a VDRL test, lupus 
erythematosus preparation, antinuclear 
antigen, cold agglutinins, latex fixation, 
and blood cultures were negative. Micro- 
scopic examination of a biopsy specimen 
from the scalp showed hyperkeratosis, 
parakeratosis, acanthosis, and a dermal 
inflammatory reaction consisting of poly- 
morphonuclear leukocytes,  eosinophils, 
lymphocytes, and plasma cells. There were 
areas of angiomatous proliferation and 
venous ectasia in the dermis. In a few 
areas, there were foci of intraepithelial 
abscess formation with polymorphonuclear 
leukocytes and desquamated keratinized 
cells. 

Biopsy for immunofluorescence of both 
involved and uninvolved skin gave nega- 
tive results for immune deposits of IgG, 
IgM, IgA, complement, and fibrinogen. 
Bacterial cultures of the scalp pyoderma on 
the latest admission and in the previous 
ones demonstrated several different or- 
ganisms: Staphylococcus aureus, B-Strepto- 
coccus (not A or D), group A £-Streptococ- 
cus, and Staphylococcus epidermidis. De- 
layed hypersensitivity skin tests for Can- 
dida albicans gave positive reactions with 
10 mm of induration, whereas first- 
strength PPD and mumps reactions were 
negative. 


ma. 


METHODS 
Human Neutrophils 


Ten to fifteen milliliters of heparinized 
blood (20 units of heparin per milliliter of 
blood) was drawn from healthy adult 
volunteers. One part of 6% dextran (molec- 
ular weight, 260,000) was added to each 4.5 
parts of blood in a syringe, the cells were 
allowed to sediment for one hour, after 
which the leukocyte-rich plasma was 
removed. The cell suspension was then 
centrifuged for five minutes at 400 g. The 
supernatant was removed, and the leuko- 
cyte-rich pellet was washed three times 
with saline and resuspended in 1.0 mL of 
McCoy’s medium. Neutrophils were pre- 
pared in a final concentration of 5.0 x 10*/ 
mL. The protein source in this suspension 
was plasma. 


Chemotaxis 


Assessment of chemotaxis was prepared 
using modified Boyden chambers with 3- 
pore-size filters. Chemotactant (0.25 mL) 
was placed in the lower compartment and 
0.20 mL of the cell suspension was added to 
the upper compartment above the filter. 
The chemoattractant used in the majority 
of our studies was normal undiluted serum 
that was allowed to clot in glass for 30 
minutes at 37 °C. Normal serum had a 
baseline chemotactic response for neutro- 
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: Table 1.—Chemotactic Activity 
of Patient's Serum and Plasma 


Cells / 
HPF} 


Cell 


Suspension* Chemotactant 


Normal serum 
Normal serum 
Patient serum 
Normal plasma 
Patient plasma 





*PC - patient's cells; NC, normal cells. 
tHigh-power field. 


3.00 


Optical Density at 280 nm 


Elution Volume, mL 


Fig 2.—Elution of patient's plasma on Sephadex G-200 demon- 
strated three protein peaks. Chemotactic inhibitory activity was 


demonstrated in third peak. 


phils of 58-7 cells/high-power field 
(HPF) Normal plasma prepared in the 
identieal manner was used as a baseline 
activity of 60 + 5 cells/HPF. Other experi- 
ments performed in the study involved the 
incubation of the patient's plasma or serum 
with control neutrophils for 30 minutes at 
37 °C prior to chemotaxis. The serum was 
obtained from blood clotted in glass at 37 
°C for 30 minutes. Plasma was prepared by 
the addition of 20 units of heparin per 
milliliter of blood. In one group of experi- 
. ments, the normal neutrophils were incu- 
bated with plasma or serum followed by 
chemotaxis. In another group of experi- 

ments, the normal neutrophils were 

washed in saline before chemotaxis to 

- determine if the effect of the plasma or 
serum incubation was reversible. In studies 
involving column fractions, 10% normal 

/ plasma was used instead of undiluted plas- 
ma. This concentration was used because 

x oO. ANS inhibitory activity of the eluted column 
e fractions was less than that present in the 
" f patient's plasma. The chemotactic cham- 
bers were incubated in a moist environ- 

ment at 37 °C for three hours. After the 
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Table 2.—Decreased Chemotactic 
Activity in Normal Neutrophils 
Incubated With Plasma 


Cells / 
HPF} 


61.6 
58.6 


Cell 
Suspension* 


Chemotactant 


Normal serum 
Normal serum 


NC + PS 
NC + PS 
(washed) 
NC + PP 
NC + PP 
(washed) 
NC + NS 
NC + NP 


41.6 
42.4 


Normal serum 
Normal serum 


68.5 
62.6 


Normal serum 
Normal serum 


*NC = normal cells; PS, patient's serum; PP, 


patient's plasma; NS, normal serum; NP, normal 
plasma. 


tHigh-power field. 
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Normal Plasma 


inċubation, the filters were stained with 
hematoxylin-eosin and then cleared with 
propanolxylene and xylene. The numbers 
of cells migrating to the outermost edge of 
the filters were counted. Eight filters of 
x40 magnification were counted and aver- 
aged. The patient was not taking any 
antibiotics at the time these assays were 
performed. 


Chromatography 


A 25 x 90-fractionating column (Se- 
phadex G-200) was packed with and equili- 
brated with 1,800 mL of 0.2M phosphate 
buffered saline at pH 7.2/4 °C. The flow 
rate was regulated at 15 mL/hr. A 10-mL 
sample of plasma was applied to the 
column, and the fractions were collected at 
4 °C for 24 hours. The fractions were stored 
at —70 °C. Molecular markers on Sephadex 
G-200 were not used in this study because 
the elutional profile is identical to that 
observed when normal plasma is eluted on 
Sephadex G-200. The first peak represents 
(19S) IgM, the second (7S) IgG, and the 
third peak, which possessed the inhibition 
activity, is albumin. Neutrophil chemotaxis 
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Fig 3.—Elution of normal plasma on Sephadex G-200 demon- 
strated three protein peaks; however, no chemotactic inhibitory 
activity was present. 


Table 3.—Thermostability* 


Chemo- 
tactant 


Cells / 
HPFi 


66.5 


Celll 
Suspension; 
NC + PP (heat 
inactivated) 
NC + NP (heat 
inactivated) 


62.8 


*Inhibitor was demonstrated to be heat 
labile. 

+NC = normal cells; PP, patient's plasma; NP, 
normal plasma. 

tHigh-power field. 


Chemotaxis, Neutrophils per High-Power Field 
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was performed on the eluted fractions. The 
protein absorbance of each fraction was 
determined using a spectrophotometer at 
280 nm optical density. 


Polyacrylamide Gel 
Electrophoresis (PAGE) 


Selected column fractions were lyophi- 
lized using a refrigeration pump (Virtis). 
The lyophilized fractions were reconsti- 
tuted, 100 ug in 1 mL of distilled water, and 
applied to 7.5% PAGE. The samples under- 
went electrophoresis for 1.5 hours at 4 ?C. 
After electrophoresis, the gels were cut 
into 5-mm slices, the protein was eluted, 
and testing was done in the chemotaxis 
assay. Duplieate gels were stained with 
Comassie blue. 


RESULTS 


Neutrophil chemotaxis was per- 
formed using both the patient's neu- 
trophils and normal (control) neutro- 
phils. Chemotaxis of normal cells 
using normal serum or the patient's 
serum as the source of chemotactic 
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Fig 4.—Fractions pooled from elutional 
volume in patient's plasma possessing 
inhibitory activity and identical elutional 
volume in control were applied to poly- 
acrylamide gels and subjected to electro- 
phoresis. Patient's gel had three distinct 


proteins while control gel had only two 
bands. 








Table 4.—Polyacrylamide 
Gel Electrophoresis* 










Neutrophil 







Chemotaxis % 
Category Cells/HPF} Control 
Normal plas- 
ma + normal 
cells (control) 35.8 










Patient's plasma 
First band 


Second band 
Third band 


Normal plasma 
First band 


Second band 







20 55.8 













33.2 
32.8 


92.7 






*On addition of eluted protein from each gel to 
normal plasma, chemotactic inhibition was only 
demonstrated in first band of the patient's gel. 

THigh-power field. 


activity yielded normal results. Stud- 
ies using control neutrophils and the 
patient’s plasma as the sources of 
chemotactic activity demonstrated a 
sharply reduced chemotactic activity 
compared with normal plasma (Table 
1). When normal neutrophils were 
suspended in the patient's serum prior 
to chemotaxis, no reduction in the 
chemotactic activity was observed 
(Table 2). When control cells were 
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Table 5.—Effect of Plasma Therapy on Neutrophil Chemotaxi: “4 


Relationship to 


Transfusion, Days Chemotaxis Cells/HPF1 % Control 













Pre 1 17.6 27 
12/29 Post 1 20.0 40 
12/30 Post 2 20.3 40 







Post 17 55.5 









1/27 Post 30 40.4 71 
2/07 Post 41 25.2 41 
2/08 PO, 27 29.6 41 

Post 17 53.4 82 






*Chemotactic activity of patient's plasma was restored after plasma therapy correlating directly 
with patient's clinical improvement. 
THigh-power field. 


mined. Considerable chemotactic inhi- 
bition was demonstrated only in the 
third protein peak. Normal plasma 
was chromatographed and the eluted 
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protein band of the patient's gel 
(Table 4). 

Further quantitative studies dem- 
onstrated that 40% or above normal 
plasma would reverse the functional 
effeet of the inhibitor in the eluted 
fractions (Fig 5). These in vitro data 
provided the criteria for a clinical trial 
to determine whether a plasma trans- 
fusion would reverse the chemotactic 
inhibitor in vivo. 

On Dec 29, 1976, the patient was 
transfused with four units of fresh 
frozen plasma. After three days, she 
exhibited a remarkable clinical im- 
provement (Fig 1, bottom). This was 
accompanied by improvement of her 
in vitro neutrophil chemotactic activi- 
ty (Table 5). After the transfusion 
with fresh frozen plasma, the pa- 


% Normal Plasma 
Fig 5.—Fractions possessing inhibitory 
activity were reconstituted with 4096 or 
greater normal plasma. 


suspended in the patient's plasma, a 
substantial reduction in chemotactic 
activity was demonstrated. This inhi- 
bition of normal chemotactic activity 
could not be reversed by washing the 
cells prior to chemotaxis after they 
had been suspended in the patient’s 
plasma. 

The thermostability studies demon- 
strated that the inhibitor was heat 
labile. When the patient’s plasma was 
heat inactivated (56 °C at one hour) 
and incubated with control neutro- 
phils prior to chemotaxis, the inhibito- 
ry activity was not observed (Table 


3). 

Application of the patient’s plasma 
to Sephadex G-200 demonstrated 
three characteristic protein peaks 
(198, 7S, and albumin) (Fig 2). Ten 
percent normal plasma was added in 
equal parts to each eluted fraction and 
the chemotactic activity was deter- 


increased from 40% of normal to 100% 
of normal. 


COMMENT 
Chemotactie inhibitors previously. 


recurrent infections. These inhibitors 
have been demonstrated in biologic 
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assays, but few characterization stud- 
ies have en performed. Van Epps et 
al parti@lly characterized an inhibitor 
found in anergic patients with various 
malignant neoplasms.'* This inhibitor 
was identified in the 7S fraction of the 
patient's serum. Ward and Berenberg 
have demonstrated a chemotactic in- 
hibitor in the ammonium precipitated 
serum of patients with Hodgkin's 
disease." The sera from patients with 
Hodgkin's disease were shown to ex- 
hibit increased inhibitory activity for 
C5a and bacterial chemotactic fac- 
tors. 

Our studies demonstrated a plasma- 
associated chemotactic inhibitor in a 
patient with recurrent pyoderma. The 
patient’s poor response to standard 
clinical modalities, as well as the 
diffuse and cyclic nature of her gener- 
alized dermatitis, initiated our search 
for a defect in her immune mecha- 
nism, particularly related to a com- 
promised inflammatory response. Pa- 
tients with a defect in the inflamma- 
tory response commonly have recur- 
rent skin infections or other inflam- 
matory dermatoses. The abnormal 
chemotactic study results demon- 
strated the presence of a plasma in- 
hibitor rather than an intrinsic cellu- 
lar defect. The patient’s plasma inhi- 
bited the chemotactic response of 
normal neutrophils, whereas normal 
plasma, normal serum, or patient 
serum had no effect. 

The patient’s plasma was eluted on 
Sephadex G-200. Each fraction was 
assayed for chemotactic activity after 
the addition of 10% normal plasma. 
Chemotactic inhibition was demon- 
strated in several fractions in the 
third protein peak. These fractions 
were pooled, lyophilized, and sub- 
jected to electrophoresis on polyacryl- 
amide gels (7.5%). The patient's gel 
differed substantially from those of 
the controls, the former having three 
separate protein bands while the 
control gels had only two. The inhibi- 
tory activity was demonstrated in a 
single protein band from the patient's 
gel but not from the others, thus iden- 
tifying a unique inhibitory sub- 
stance(s) present only in the patient's 
plasma. In each of two previous 
reports of chemotactie inhibitors in 
association with recurrent infections, 
the inhibitor was serum related and 
evaluated solely in functional chemo- 
tactic assays."' The inhibitor identi- 
fied in our patient differs because it is 
derived from plasma and is associated 


with the albumin fraction. 


The moderately elevated serum IgE 
level in this patient is not unexpected 
since O'Loughlin et al reported that 
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serum IgE levels are substantially 
elevated in the majority of common 
dermatoses.” Their data suggest that 
elevated levels of serum IgE are a 
secondary phenomenon rather than a 
primary causative factor. Further- 
more, no chemotactic inhibitor has 
been associated with a neutrophil 
chemotactic defect in the patients 
described by Hill and Quie. The 
chemotactic defect in their patients 
has been attributed to elevated levels 
of circulating histamine. It has been 
demonstrated that histamine may 
inhibit neutrophil chemotaxis in 
vitro.’ 

The data in Table 1 suggest the 
possibility of an intrinsic cellular 
defect. However, the experiments 
involving the preincubation of the 
patient’s plasma with normal cells 
clearly demonstrates that this plasma 
is capable of irreversibly inhibiting 
the chemotactic response present in 
normal neutrophils (Table 2). On the 
other hand, preincubating normal 
plasma, serum, or the patient’s serum 
with normal cells had no effect on 
their subsequent chemotactic activity. 
The ability of the patient’s plasma to 
inhibit irreversibly the normal neutro- 
phil chemotaxis explains the apparent 
intrinsic cellular defect when the 
patient’s cells are used for chemotac- 
tic studies. 

The possibility that this chemotac- 
tic inhibition was caused by cellular 
deactivation by an abnormal circulat- 
ing chemotactic factor was considered 
since chemotactic factors are capable 
of irreversibly deactivating normal 
cells.'^ The patient's plasma had no 
chemotactie activity to normal cells, 
thus demonstrating a lack of chemo- 
tactic activity in the patient's plasma. 
Furthermore, evidence negating the 
presence of a circulating chemotactic 
factor is the demonstration that the 
eluted inhibitory protein ablated the 
normal chemotactic response of nor- 
mal plasma. 

Since the in vitro chemotactic 
assays showed that 40% normal plas- 
ma would reverse the chemotactic 
inhibitory activity, a clinical trial of 
fresh frozen plasma was initiated. 
Previously described patients with 
chemotactic inhibitors have derived 
clinical benefit from plasma transfu- 
sions. Our patient demonstrated 
definite clinieal improvement within 
36 hours; whereas, during previous 
admissions, she usuall improved 
slowly, and this improvement was 
imperceptible for the first 72 hours 
and took at least one week before 50% 
clearing was noted. After receiving 
four units of fresh frozen plasma, 
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however, she was completely clear of 
skin infection in five days. The 
dramatic clinieal response coincident 
with the improved in vitro chemotac- 
tic activity suggested a direct benefi- 
cial effect of the fresh frozen plas- 
ma. 


This study was supported by National Insti- 
tutes of Health Minority Biomedical support 
grant RR08140. 

Alice F. Singleton, MD, Michael E. Miller, MD, 
and Robert J. Schlegel, MD, gave advice and 
assistance. Photographs were supplied by 
Charles H. Griner and Jack E. Jackson, Depart- 
ment of Medical Photography, MLK. 
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Transient Neonatal Pustular Melanosis ` 


Comdr H. W. Wyre, Jr, MC, USNR, Comdr Michael O. Murphy, MC, USN 


* A black male infant had congenital 
lesions that consisted of pigmented 
macules, many of which had a peripheral 
collarette of scale, and vesicopustules. 
The appearance of this patient fit the 
clinical syndrome of transient neonatal 
pustular melanosis, a newly described 
vesicopustular disease of the newborn. 
Differential diagnosis in this patient 
included the following conditions: erythe- 
ma toxicum neonatorum, staphylococcal 
pyoderma, and herpes simplex. 

(Arch Dermatol 115:458, 1979) 


if 1976 Ramamurthy et al' presented 

a group of newborn infants. with 
distinct skin lesions that consisted of 
pigmented macules and vesicopus- 
tules. In this communication, we 
describe an infant with this entity, 
transient neonatal pustular melano- 
sis. 


REPORT OF A CASE 


A 2,900-g black male infant was born at 
the Naval Regional Medical Center, Ports- 
mouth, Va, on Jan 26, 1978. The mother was 
a 17-year-old primigravida with no signifi- 
cant medical problems. The infant was 
noted at birth to have cutaneous lesions, 
but was otherwise in good health. 

Significant physical findings were lim- 
ited to the skin. Numerous pigmented 
macules, many with a peripheral collarette 
of scale, were noted on the posterior trunk 
and upper extremities (Figure, left). Sev- 
eral small vesicopustules were present on 
the fingers (Figure, right), but none were 
noted on the palms. 

The hemoglobin level and hematocrit 
reading were normal. The serological test 
for syphilis was nonreactive. Gram’s stain 
from a vesicopustule showed no bacteria, 
and a culture was negative. 

The cutaneous lesions were not treated, 
and the infant was discharged after three 
days of hospitalization. The patient was 
not available for a follow-up examination. 


COMMENT 


The clinical lesions that are seen in 
transient neonatal pustular melanosis 
are invariably present at birth.” The 
following types of cutaneous lesions 
have been noted: (1) pigmented mac- 
ules, (2) vesicopustules, and (8) rup- 
tured vesicopustules with a character- 
istic collarette of scale that surrounds 
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Left, Numerous pigmented macules. Some of these pigmented macules have peripheral 
collarette of scale. Right, Vesicopustules on dorsum of infant's fingers. 


a central, pigmented macule. The 
pigmented macule is the most com- 
mon lesion, and it may persist for 
several weeks to several months. The 
vesicopustule usually disappears in 24 
to 48 hours, and many, but not all, will 
develop into pigmented macules when 
ruptured. Lesions have been noted 
over most of the body, but are more 
common under the chin and on the 
forehead, the back of the neck, the 
lower part of the back, and pretibial 
area. Rarely, lesions have been noted 
on the scalp, palms, and soles. The 
affected infants are otherwise healthy 
and have no associated systemic 
symptoms. These lesions were noted 
in 4.4% of black infants and in 0.6% of 
white infants. There was no differ- 
ence in incidence between male and 
female infants.’ 

Skin biopsy specimens from the 
pigmented macules have shown bas- 
ket-weave hyperkeratosis, increased 
melanin in the basal and suprabasal 
layers, but no melanophages in the 
papillary dermis.' Biopsy specimens 
from the vesicopustules have shown 
intracorneal or occasionally subcor- 
neal separation; these vesicopustules 
contain primarily polymorphonuclear 
leukocytes but also some eosinophils, 
keratinous debris, serous fluid, and 
fragmented hair shafts. Wright's 
stain from the vesicopustule shows 
large numbers of polymorphonuclear 
leukocytes with few or no eosino- 
phils. 

The origin of transient neonatal 
pustular melanosis is unknown. There 
has been no correlation with maternal 
infeetion or drug exposure. There is 
no evidence of bacterial infection, 
based on negative Gram's stains and 
cultures from the vesicopustules. Also, 
no bacteria were noted on Brown- 
Brenn stains from skin biopsy speci- 
mens, Electron microscopy has failed 
to demonstrate viral particles.' 

The differential diagnosis of vesico- 
bullous or vesicopustular diseases of 


the newborn should include erythema 
toxicum neonatorum, staphylococcal 
pyoderma, and herpes simplex. Ery- 
thema toxicum neonatorum is rarely 
present at birth,** usually occurs 24 to 
48 hours after birth, and usually lasts 
four to six days? These lesions are 
located primarily on the trunk and less 
often on the face or extremities. 
Wright's stain from the lesion shows 
predominantly eosinophils. Erythema 
toxieum neonatorum can be associated 
with an eosinophilic leukocytosis (7% 
to 18%).° Gram's stain and culture will 
help to confirm the diagnosis of 
staphylococcal pyoderma. A Tzanck 
smear from the blister fluid in neona- 
tal herpes simplex will show the char- 
acteristie multinucleated giant cells. A 
biopsy specimen from these condi- 
tions often can be helpful in confirm- 
ing the diagnosis." It should be noted 
that these conditions characteristical- 
ly do not have pigmented macules, 
which are the most common lesion in 
transient neonatal pustular melano- 
SIS." 

Transient neonatal pustular mela- 
nosis should be included in the differ- 
ential diagnosis of vesicopustular dis- 
ease of the newborn. If diagnosed, 
this condition is self limited and 
requires no therapy. 


Rebecca L. Combs assisted with manuscript 
preparation. 
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Persistent Subcutaneous Abscesses 
Following Pseudomonas Sepsis 


“7? - cuc cw " - 
Dhal eT. ATs A et oe En "T 
es 


Treatment by Surgical Incision and Drainage 


Keith A. Picou, MD, Michael T. Jarratt, MD 


e Despite appropriate and adequate 
antibiotic therapy, multiple subcutaneous 
abscesses developed in a child with Pseu- 
domonas aeruginosa sepsis and meningi- 
tis. The patient's condition remained toxic 
until the abscesses were incised and 
drained. 

(Arch Dermatol 115:459-460, 1979) 


Ju infections are a ma- 
jor cause of morbidity and mor- 
tality in modern medicine. The derma- 
tologist does not deal routinely with 
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life-threatening Pseudomonas infec- 
tions. However, as the following case 
illustrates, he or she may be consulted 
to aid in the management of seriously 
ill patients suffering the cutaneous 
complieations of Pseudomonas sepsis. 


REPORT OF A CASE 


A previously healthy 7-month-old girl 
experienced fever and diarrhea for 24 
hours prior to examination at an outlying 
hospital, where an initial clinical diagnosis 
of viral infection was made. The child was 
sent home to be treated orally with fluids 
and aspirin. Twelve hours later she had a 
seizure and was returned to the hospital. 
The patient was pale and diaphoretie, with 
a temperature of 41 ?C. Examination 
showed normal blood pressure and nuchal 


Fig 1.—Large, fluctuant, violaceous, subcutaneous abscesses on lower part of leg (left) and 
igh (right). 
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rigidity; otherwise, results were normal. 
She was admitted to the hospital for treat- 
ment of meningitis. Cerebrospinal fluid 
examination showed the following values: 
protein, 20 mg/dL; glucose, 93 mg/dL; 
RBCs, 20,000/cu0 mm. No WBCs were 
reported. Intravenous administration of 
ampicillin sodium was started. 

Days 2 to 3.—The patient continued to be 
febrile with a temperature to 40 °C, and 
scattered, small, cloudy vesicles developed 
on her legs. Repeat CSF examination 
showed a protein content of 46 mg/dL; 
glucose level, 54 mg/dL; WBCs, 400/cu 
mm; and RBCs, 65/cu mm. Gram’s stain of 
the CSF disclosed no organisms. Intrave- 
nous administration of ampicillin was 
continued. 

Day 4.—The patient continued to have 
spiking high fevers. Gram-negative rods 
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Fig 2.—Pseudomonas abscess that 
drained spontaneously and developed 
black eschar characteristic of echthy- 
ma gangrenosum. 
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grew from cultures of the blood, CSF, stool, 
and cutaneous vesicles. Ampicillin was 
discontinued. Intravenous administration 
of gentamicin sulfate and carbenicillin 
disodium and intrathecal doses of gentami- 
cin were begun. 

Day 5.—High fever persisted. Many 
erythematous papules and papulovesicles 
with erythematous halos and serosanguin- 
eous drainage appeared on the child's 
thighs and buttocks. The Gram-negative. 
organisms isolated on day 4 were identi- 
fied as P aeruginosa sensitive to carbenicil- 
lin, gentamicin, and tetracycline. Intrave- 
nous administration of gentamicin and 
carbenicillin was continued. 

Days 6 to 8.—High spiking fevers 
persisted despite negative bacteriologic 
cultures of the blood, CSF, and stool. 
Large, fluctuant, violaceous, subcutaneous 
abscesses developed on the extremities and 
trunk (Fig 1 and 2). 

Days 9 to 11.—Daily spiking fevers 
continued. Cultures of the blood, CSF, and 
stool remained negative for P aeruginosa. 
Intravenous doses of carbenicillin and 
gentamicin were continued. Aspiration of 
a subcutaneous abscess produced Gram- 
negative bacilli identified as P aeruginosa 
moderately sensitive to gentamicin and 
resistant to carbenicillin. 

Day 12.—Daily fevers continued. The 
Dermatology Service was consulted. Inci- 
sion and drainage of all abscesses were 
recommended. 

Day 13.—The abscesses were incised and 
drained. 

Day 15.—The child became afebrile. 

Day 19.—Antibiotics were discontinued. 
Skin lesions were healing normally, and 
there were no apparent neurologic seque- 
lae. 


COMMENT 


Common superficial Pseudomonas 
infections include the green nail 
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syndrome, toe web infections, and 
external otitis.' Ecthyma gangreno- 
sum, the pathognomonic lesion of 
Pseudomonas septicemia, was de- 
scribed by Barker in 1897.* The lesions 
of ecthyma gangrenosum evolve in 12 
hours or less from erythematous 
macules, to hemorrhagic papulovesi- 
cles or bullae, to sharply punched-out 
painful uleers with black eschars. 
Lesions in various stages of develop- 
ment are present simultaneously.’ 
Characteristically, lesions occur in the 
axillae, groin, and intergluteal cleft.’ 
Ecthyma gangrenosum usually occurs 
in debilitated patients with severe 
burns or advanced malignant neo- 
plasms. The incidence of ecthyma 
gangrenosum in Pseudomonas sepsis 
varies from as little as 3% to as high as 
28%.° 

Deep subcutaneous abscesses, a far 
less common cutaneous manifestation 
of Pseudomonas sepsis, occurred in 
this patient (Fig 1 and 2). Animal 
studies of Pseudomonas septicemia 
indicate that bacillary invasion of 
large vessels progresses from capillar- 
ies in the adventitia centripetally to 
the intima. Such invasion causes hem- 
orrhagic necrosis of the vessel and 
infarction of surrounding tissue.’ If 
vessel necrosis occurs in the dermis, 
ecthyma gangrenosum develops; if it 
occurs in the subcutis, deep fluctuant 
abscesses develop. 

In this case, the erythematous 
papules and vesicles noted on days 2 to 
5 were ecthyma gangrenosum. Gent- 
amicin and carbenicillin cleared these 
early skin lesions and sterilized the 
blood, CSF, and stool of P aeruginosa. 


Deep subcutaneous foci of infection, 
however, were not eared 
scesses. Levels of gentamicin and 
carbenicillin sufficient to clear the 
blood, CSF, and stools of infection did 
not reach the subcutaneous abscesses 
that continued to yield infectious 
organisms. 

When deep, fluctuant, subcutaneous 
abscesses develop during the course of 
Pseudomonas sepsis, intravenously 
administered antibiotics do not steril- 
ize the lesions. Despite sterile bacteri- 
ologic cultures from the blood and 
CSF, viable organisms still can be 
recovered from the abscesses.’ Fever 
and toxic condition persist until the 
abscesses are surgically incised and 
drained. 


References 


1. Hall JH, Callaway JL, Tindall JP, et al: 
Pseudomonas aeruginosa in dermatology. Arch 
Dermatol 97:312-324, 1968. 

2. Barker LF: The clinical symptoms, bacterio- 
logie findings, and postmortem appearances in 
cases of infection of human beings with the 
bacillus pyocyaneus. JAMA 29:213-216, 1897. 

3. Dorff GJ, Geimer NF, Rosenthal DR, et al: 
Pseudomonas septicemia: Illustrated evolution of 
its skin lesion. Arch Intern Med 128:591-595, 
1971. 

4. White A, Crowder JG: Pseudomonas dis- 
eases. Adv Intern Med 20:23-35, 1975. 

5. Markley K, Gurmendi G, Chavez PM, et al: 
Fatal Pseudomonas septicemia in burned pa- 
tients. Ann Surg 145:175-181, 1957. 

6. Teplitz C: Pathogenesis of Pseudomonas 
vasculitis and septic lesions. Arch Pathol 80:297- 
307, 1965. | 

7. Reed KR, Larter WE, Seiber OF Jr, et al: 
Peripheral nodular lesions in Pseudomonas 
sepsis: The importance of incision and drainage. 
J Pediatr 88:977-979, 1976. 


Subcutaneous Abscesses—Picou & Jarratt . 


nd thus . 
developed into large, fluctuant ab- „æ 


wg 


P s 


- 
i 


Alkaptonuria With Extensive Ochronosis 


€ A 59-year-old woman with previously 
documented alkaptonuria was examined 
for extensive ochronosis of recent onset. 
The cause of the extensive skin pigmenta- 
tions was thought to be secondary to 
decreased renal clearance of homogen- 
tisic acid because of a decline in the 
patient's renal function. If extensive or 
rapidly progressive skin pigmentation is 
noted in a patient with alkaptonuria, then 
evaluation of the patient's renal status 
should be done because unrelated renal 
disease has been reported in patients with 
severe ochronosis. 

(Arch Dermatol 115:461-463, 1979) 


lkaptonuria is a rare inherited 
disorder of amino acid metabo- 
lism, secondary to a lack of the 
enzyme homogentisic acid oxidase.' 
As a consequence, there is an accumu- 
lation of homogentisic acid, which is 
excreted in the urine and is deposited 
in the connective tissues. The skin 
pigmentary changes are usually noted 
in the third and fourth decades,’ and 
are usually present over the malar 
areas of the face, the axillae, and the 
genitalia? A patient had extensive 
skin pigmentation of recent onset, 
and its origin will be discussed. 


REPORT OF A CASE 


A 59-year-old woman was initially exam- 
ined by the Dermatology Department, 
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Naval Regional Medical Center, Ports- 
mouth, Va, in spring 1978. Alkaptonuria 
was initially diagnosed in 1974 when black 
cartilage was discovered during surgery on 
her left knee. The patient's urine had 
always been dark, but it had reached its 
present darker color for the past two years. 
The patient's aunt had related to her that it 
was hard to keep her diapers "fit to wear 
because of the dark stain," when the 
patient was an infant. A blue skin pigmen- 
tation on the hands and ears was first 
noted by the patient when she was approx- 
imately 20 years old. Pigmentary changes 
in the sclera were first noted in 1975. On 
examination in April 1977, pigmentation 
was limited to the ears, eyes, and hands; 
however, by July 1977, diffuse pigmenta- 
tion of the skin was demonstrated. This 
skin discoloration had progressively be- 
come more extensive and darker. There 
was no history of quinacrine hydrochloride 
ingestion or long-term topical therapy with 
phenol or resorcinol. 

There was no documented family history 
of alkaptonuria or ochronosis; however, her 
brother also had diaper stains as an infant, 
and he had similar pigmentary changes on 
his hands. He died in 1962 at the age of 62 
years. Her other siblings, two brothers and 
one sister, are in good health and have no 
similar skin changes. 

Past medical history included the follow- 
ing problems: (1) Surgery was performed 
on the left knee after a traumatic injury in 
1974, and alkaptonuria was diagnosed at 
that time. (2) Plasma cell dyscrasia was 
noted in 1976, and the following abnormal- 
ities were found: monoclonal gammopathy 
on serum protein electrophoresis; Bence 
Jones proteinuria; and increased numbers 
of plasma cells (up to 15%), some of which 
were atypical and  multinucleated. (3) 
Amyloidosis of the kidney occurred in 1976, 
and it was diagnosed by a renal biopsy 
specimen. Membranous nephropathy was 
also noted. No amyloid was noted on a 
rectal biopsy specimen. (4) The patient had 


nephrotic syndrome and anemia in 1976. (5) 
Congestive heart failure with bilateral 
pleural effusions occurred in 1976. (6) The 
patient had renal vein thrombosis in 1978 
that was treated with oral warfarin (Cou- 
madin) sodium. (7) Bilateral carpal tunnel 
syndrome was present in 1978, and it was 
surgically corrected on her right hand. 
Physical examination disclosed the fol- 
lowing findings: There was marked diffuse 
blue discoloration of the skin on the head, 
neck, and trunk (Fig 1). There was spotty 
blue discoloration of the skin on all extrem- 
ities; this discoloration was accentuated 
over the tendons of the hands (Fig 2). Blue 
discoloration of the nail beds was present. 
Dark brown cerumen was present in the 
external auditory canals, and the tympanic 
membrane on the right was blue. Brown 
pigmentary changes were present bilater- 
ally in the sclera (Fig 3). Examination of 
the heart showed a grade 4/6 systolic 
murmur and a grade 2/6 diastolic murmur 
at the apex. The liver was palpable 4 cm 
below the right costal margin. There was a 
healed sear over the left knee, and a heal- 
ing surgical scar over the right palm. 
Laboratory studies disclosed the follow- 
ing values: hemoglobin, 9.1 g/dL (normal 
range, 14 + 2 g/dL); hematocrit, 28.1% 
(normal range, 42% + 5%); WBCs, 4,400/cu 
mm (normal range, 7,800 + 3,000/cu mm), 
with 86% segmented polymorphonuclear 
leukocytes and 14% lymphocytes on differ- 
ential count. The mean corpuscular volume 
was 101 cuu (normal range, 90 + 9 cup), the 
mean corpuscular hemoglobin level was 
34.6 g/dL (normal range, 29 + 2 g/dL), and 
the mean corpuscular hemoglobin concen- 
tration was 32.3 g/dL (normal range, 
34 + 2 g/dL). Results of blood chemistry 
studies using an automated multiple analy- 
sis system were normal, except for a BUN 
level of 69 mg/dL (normal range, 10 to 20 
mg/dL), blood glucose level of 141 mg/dL 
(normal range, 70 to 105 mg/dL), and 
serum potassium level of 3.5 mEq/L 
(normal range, 3.8 to 5.0 mEq/L). The 
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results of the 12-factor autom&ted chemical 
analysis were normal, except Mor a total . 
serum protein level of 5.9 g/d (6 to 8 
g/dL), serum albumin level of 3.32 g/dL 
(normal range, 3.5 to 5.0 g/dL), serum uric 
acid level of 9.1 mg/dL (normal range, 2.5 
to 8.0 mg/dL), and a serum creatinine level 
of 1.9 mg/dL (normal range, 0.7 to 1.4 
mg/dL). The urine was dark brown on 
examination (Fig 4), and analysis showed 
proteinuria (2+). Bence Jones proteins 
were demonstrated. A 24-hour urine evalu- 
ation revealed 2,040 mg/dL of protein, 
with a volume of 1,700 mL. The creatinine 
clearance was calculated to be 50 mL/min. 
Serum protein electrophoresis did not show 
any abnormalities, except for hypogamma- 
globulinemia. A bone marrow examination 
disclosed a slight increase in plasma cells 
(8% to 5%), but otherwise results were 
normal. 

The following regimens have currently 
been used: furosemide, 80 mg twice daily; 
spironolactone, 25 mg daily; digoxin, 0.125 
mg daily; folic acid, 5 mg daily; and ferrous 
sulfate, 324 mg four times daily. 


COMMENT 


Alkaptonuria is the result of the 
total absence of the enzyme homogen- 
tisie acid oxidase in both liver and 
kidney tissue.’ This results in a block 
of the only pathway for the metabo- 
lism of homogentisic acid, which then 
accumulates in the urine and tissue of 
affected individuals. Alkaptonuria 
refers to the excretion of homogentis- 
ic acid in the urine, and ochronosis 
refers to the deposition of the poly- 
merized homogentisic acid as a black- 
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: 7 brown pigment in the connective 
Fig 1.—Top left, Note diffuse blue skin pigmentation on face. Top right, Diffuse tissue.” Alkaptonuria Is inherited as 
blue pigmentation of ear is present. Bottom left, Diffuse blue skin pigmentation is an autosomal recessive trait, and it 
present over abdomen. Bottom right, Diffuse blue skin pigmentation is present has an incidence of between 1:100,000 
over back. and 1:10,000,000.* 
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Fig 2.—Note accentuation of blue pigmen- 
tation on hands. Normally pigmented hand 
is shown for color contrast. 





Fig 3.—Note brown pigmentation Fig 4.—Note dark brown dis- ~^ 
in lateral aspect of sclera of left coloration of patient’s urine 
eye. in test tube at right. Control * 


urine is in test tube at left. 
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renal disease.*^ The renal pathologic 


gennarson of Patient's Renal Status With Extent of Skin Pigmentation conditions in these patients were as 


Renal Function Level, follows: acute glomerulonephritis, 
mg/dL nephrosclerosis, and polycystie kid- š 
neys. The renal pathologic condition 


Serum 
BUN Creatinine Skin Pigmentation 


January 18 0.83 Pigmentation noted on the ears, sclera, and fin- 
1976 gers 


April 1977 37 Pigmentation noted on the ears, sclera, and 


in this report consisted of nephrotic. 
syndrome, renal amyloidosis, and re- : 
nal vein thrombosis. 

If extensive or rapidly progressive — 


July 1977 60 


hands 


Diffuse pigmentation of the face and trunk not- 
ed, with spotty pigmentation of the extremities 


November 79 
1977 


May 1978 69 


Ochronosis affects the skin, eye, 
ear, throat, cardiovascular structures, 
genitourinary tract, and cartilage. 
Bluish discoloration of the ear carti- 
lages is one of the earliest physical 
signs of ochronosis. This is usually 
followed by pigmentation of the sclera 
and skin, which is generally noted in 
the third and fourth decades. The 
skin pigmentation is greatest in areas 
of highest concentration of sweat 
glands, and, therefore, the discolora- 
tion is seen most commonly in the 
malar areas of the face, in the axillae, 
and in the genital region.** The skin 
pigmentation can also be seen in areas 
where cartilage and tendon are cov- 
ered by thin skin, such as the ears, tip 
of the nose, and the hands; The 
pigment in the skin is found in the 
dermis, in the endothelial cells of 
blood vessels, in the basement mem- 


Progressive pigmentation of skin noted, with 
darkening of existing color 

Progressive pigmentation of skin noted, with 
darkening of existing color 





brane and the secretory cells of sweat 
glands, in macrophages, and in colla- 
gen bundles.* 

When renal function is impaired 
because of an unrelated disease, 
decreased renal clearance of homo- 
gentisic acid probably augments accu- 
mulation of that pigment in the 
tissue.* This could be the reason for 
the great increase in skin pigmenta- 
tion that has occurred during the past 
year. The patient's skin pigmentation 
in April 1977 was localized to the ears, 
eyes, and hands. However, when she 
was examined in July 1977, there was 
diffuse pigmentation of her skin, 
which has become more extensive and 
darker. Concomitantly, there was a 
decrease in the patient's renal func- 
tion levels (Table). There are three 
other eases in the literature in which 
severe ochronosis was associated with 


skin pigmentation is noted in a 
patient with alkaptonuria, then evalu- - 
ation of the patient's renal status 
should be done because unrelated 
renal disease has been reported in 
patients with severe ochronosis. 
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Cutaneous Chylous Reflux 


‘The Weeping Scrotum’ 


Capt W. Taylor Johnson, MC, USN 


è The cutaneous lesions associated 
with reflux of lymphatic fluid and chyle 
from the skin have received little attention 
in the dermatologic literature. We de- 
scribe a patient with such lesions, and 
discuss the clinical, histopathologic, and 
lymphangiographic manifestations. We 
review the classification of lymphedema 
and the commonly seen cutaneous 
lesions. 

(Arch Dermatol 115:464-466, 1979) 


he cutaneous discharge of lym- 

phatic fluid is a dramatic clinical 
sign that has received little attention 
in the dermatologic literature. The 
lymphatic fluid may be clear and 
watery, or viscous yellow or milky 
white in which case it resembles chyle. 
Chylous reflux from the skin is usually 
associated with an underlying defect 
in the lymphatic vessels’ and also has 
been associated with several types of 
other cutaneous lesions such as angio- 
mas, vesicles? xanthomas,'? and fis- 
tulae.* It is the purpose of this commu- 
nication to report a case of cutaneous 
chylous reflux or lymphorrhea scroti 
and to review the cutaneous manifes- 
tations that may be associated with 
this problem. 
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REPORT OF A CASE 


An 18-year-old man was referred to the 
National Naval Medical Center for evalua- 
tion of a history of “swelling” in the groin 
and “weeping” of creamy fluid from the 
scrotum, which had occurred intermittent- 
ly for a period of 12 months. Each episode 
cleared in a few days with local soaks and 
bed rest. There was no history of swelling 
of the feet, legs, or abdomen. There was no 
family history of similar problems. 
Growth, development, and general health 
had always been normal. 

Physical examination showed a young 
healthy man with normal vital signs. No 
abnormalities were noted except for the 


Fig 1.—Multiple papules and fluid-filled 
channels on scrotum. Note color of 
papules ranges from creamy white to 
translucent. 





skin. The pubic hair was matted with 
yellow sticky material. The scrotal skin was 
noticeably thickened and leathery. Numer- 
ous 2- to 4-mm, yellow, firm papules were 
present on the scrotum and adjacent 
medial aspect of the thighs. Translucent 
fluid-filled papules of similar size also were 
seen on the scrotum (Fig 1). No swelling of 
either lower extremity was noted on initial 
examination. 

Laboratory data included a hematocrit 
reading, 48%; hemoglobin level, 15.6 g/dL; 
WBC count, 18,500/cu mm, with 22% juve- 
nile forms, 68% polymorphonuclear leuko- 
cytes, and 10% lymphocytes. This leuko- 
eytosis and shift to the left cleared on 
subsequent examinations. Blood glucose, 
urinalysis, serum sodium, potassium, chlo- 
ride, carbon dioxide, bilirubin, calcium, 
phosphorus, cholesterol, alkaline phospha- 
tase, uric acid, and lactic acid dehydrogen- 
ase values were all normal. Stool examina- 
tions demonstrated one positive reaction 
for occult blood, but on repeated tests there 
was no evidence of blood or parasites. 

Biopsy specimens of the scrotal papules 
disclosed dilated lymphatic channels that 
traversed the upper dermis and the epider- 
mis and opened to the external surface 
(Fig 2 and 3). No collection of histiocytes or 
foamy macrophages was seen. No blood 
vascular anomalies were seen. 

A bilateral pedal lymphangiogram 
showed immediate filling of the superficial 
lymphatics in the thigh and collateral 
lymphaties in the pelvis (Fig 4). Bilateral 
enlarged inguinal nodes were seen on the 
immediate and the 24-hour film. Due to 
persistence of dye, enlargement of those 
nodes was still seen on a film taken 30 days 
later. The inguinal nodes showed dilated 
distal lymphatics but no filling superior to 
the pelvis. Following the lymphangiogram, 
blue dye, used to locate the superficial 
lymphatics in the foot, was seen exudin 


from the scrotum. A gastrointestinal series ' 


was normal. 
During the next two months, sudden 
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Fig 4.—Lymphangiogram shows patent 
superficial lymphatic vessels in proximal 
aspect of thigh, enlarged inguinal nodes, 
and no radiopaque material superior to 
these nodes. 


increase in temperature to 39 °C on two 
occasions, swelling, tenderness, and ery- 
thema of the scrotal, suprapubic, and prox- 
imal thigh skin developed. Each episode 
cleared after intravenous administration 
of cephalothin sodium and/or kanamycin 
sulfate. 

Surgical consultation recommended ob- 
servation at this time with studies of exter- 
nal iliac lymphatics if his condition 
worsened. 


COMMENT 


This patient demonstrates the in- 
teresting phenomenon of epidermal 
discharge of milky white lymphatic 
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Fig 2.—Biopsy specimen from scrotal creamy-colored papule. 
Note multiple dilated lymphatic vascular channels in papillary 
dermis and within epidermis (hematoxylin-eosin, original magnifi- 


cation x 100). 


fluid from the scrotum, suprapubic 
area, and the inner aspect of the 
thighs. The amount of swelling of the 
areas was minor and intermittent. 
The biopsy specimen showed that 
dilated lymphatic vessels were numer- 
ous in the papillary dermis and, in 
places, perforated the epidermis. 

This form of cutaneous chylous 
reflux is most often associated with 
severe lymphatic hyperplasia or 
"megalymphaties" in the abdomen 
and limbs according to data presented 
by Kinmonth. The dilated and tor- 
tuous abdominal lymphatics are inter- 
mittently obstructed leading to 
lymphedema and chylous reflux from 
the genitalia and thighs. Variations 
may occur with chylous reflux occur- 
ring as far distally as the toes. 

This patient did not show the recal- 
citrant lymphedematous swelling of- 
ten seen with obstruction of the 
lymphatic vessels. However, the chy- 
lous reflux, the lack of filling of the 
lymphatic vessels superior to the 
inguinal nodes with escaping of the 
blue dye from the scrotum, all indicate 
a reversal of the normal flow from the 
abdominal lymphatics. The intermit- 
tent swelling of the patient’s thighs 
associated with local tenderness and 
fever suggests that infection may 
have worsened an already compro- 
mised lymphatic circulation. More 
extensive and prolonged lymphedema 
often follows repeated bouts of “cellu- 


. ws v rate epidermis (hematoxylin-eosin, 
PIER UMS elt A x 450). 





Fig 3.—Higher-power view of biopsy specimen of scrotal papule 
shows endothelial cells lining lymphatic channels as they perfo- 


original magnification 


litis" and “lymphangitis.” 

The following classification of 
lymphedema proposed by Kinmonth 
in 1957' generally is used today and is 
diseussed in depth in his book, The 
Lymphatics?: 

Secondary lymphedemas due to 

Trauma and wounds of lymphatic 

pathways 

Malignant disease 

Filiariasis 

Infection and inflammation 

Radiation 
Primary lymphedemas 

With unilateral lymphatic hyperplasia 

or “megalymphatics” 

With bilateral hyperplasia 

With dysgenesis of the gonads 

With familial pes cavus 

Milroy’s disease (familial and 

congenital lymphedema) 

Hypoplastic lymphatics 

Other lymphatic disorders such as 
filiariasis, malignant disease, or con- 
genital hypoplasia of lymphatics may 
also lead to chylous reflux from the 
skin, but these conditions are usually 
associated with more severe lymph- 
edema than was present in this 
patient. According to Kinmonth, hy- 
poplasia of the lymphatics may be of 
the order of 50 to 100 times more 
common than other causes of “pri- 
mary” lymphedema.” 

The term “dermal backflow”’ has 
been used to indicate a reversal of the 
normal route of lymph flow so that 
small lymphatic capillaries of the 
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dermis are actually filled from the 
larger and deeper vessels. This is 
usually an indication of proximal 
vessel obstruction and is very evident 
on the lymphangiogram as reticulated 
patches on the skin when patent blue 
dye is used. The same pattern is visi- 
ble in the dermis with the use of 
radiopaque techniques for lymphan- 


giography. 
CUTANEOUS SIGNS 


Findings associated with chylous 
reflux have been noted to vary accord- 
ing to the acuteness and rapidity of 
the reflux. Slowly forming white 
papules have been called “warts”? and 
"xanthomas." Both of these terms are 
misleading and should be avoided. 
These solid papules are local accumu- 
lations of white to creamy yellow 
chyle usually mixed with macrophages 
and histiocytes. The mixture of lipid 
and lipid-filled macrophages has pro- 
vided a histiologic picture that has 
been interpreted as a xanthoma. The 
term "wart" was used to indicate the 
verrucose quality of the clinical ap- 
pearance in the involved skin. 

If the ehylous reflux is more rapid 
and forceful, the formation of blisters 
or vesicles*' is said to occur. However, 
again the terminology is open to ques- 
tion. The vesicles are not true blisters 
but dilated cutaneous lymphatics that 
may approach the epidermal surface 
and discharge either constantly as a 
fistula or intermittently when 
abraded. These are the clear papules 
seen in this patient. 


1. Kinmonth JB, Taylor GW, Tracy GD, et al: 
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3. Kinmonth JB, Rob CG, Simeone FA: 
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Another cutaneous lesion has been 
described in patients with lymphede- 
ma and may be of diagnostic impor- 
tance as to the subtype of lymphede- 
ma. This lesion has been referred to as 
a nevus and as an angioma. Excellent 
photographs are presented by Kin- 
month.* The angiomas appear to be of 
the nevus flammeus type and anatom- 
ically on the lymphedematous limb or 
on the trunk near the limb. This find- 
ing is so predictable in lymphedema 
caused by congenital lymphatic hyper- 
plasia or "megalymphaties" that the 
term "megalymph patch" is used for 
this lesion in Kinmonth's patients. 

Distichiasis or double rows of eye- 
lashes also has been recorded in some 
patients with primary lymphedema 
along with abnormalities of many 
organ systems including genitouri- 
nary anomalies and many abnormali- 
ties of osseous structures such as pes 
cavus, fused vertebrae, talipes, bone 
cysts, spina bifida, ete. 

Various types of thickening of the 
skin occur in lymphedematous limbs 
of long duration, often giving a char- 
acteristic appearance. The earliest 
changes involve thickening of the 
stratum corneum, giving a hyperkera- 
totic or a scaly surface. More pro- 
longed lymphedema may produce ex- 
treme hyperplasia and convolutions of 
the epidermis resulting in a verrucose 
configuration.) Recurrent infection 
with bacteria and/or dermatophytes 
may increase the thickness of the skin 
with fibrosis in the dermis resulting 
in a leathery quality. 
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A recent case described by Palmer 


et al’ as “lymphangioma citecumscrip- . 
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tum” showed weeping of lymphatic æ 


fluid from clustered clear and dark 
“vesicles” on the medial aspect of the 
thigh, increased size of the patient’s 
right thigh, and, on lymphangiogram, 
dilated lymphatic vessels from the 
femoral region to the right para-aortic 
region. This combination of findings 
would suggest a proximal abnormality 
of lymphatics with distal pooling and 
dilation of cutaneous lymphatics simi- 
lar to our present case rather than a 
true lymphangioma. 

The cutaneous lesions described 
above may precede development of 
edema or may occur following trauma 
such as surgery or radiation, which 
damages cutaneous lymphatics but 
does not result in clinical swelling. In 
the absence of typical lymphedema, 
the clinical and histologic differentia- 
tion of lymphangiectasia and lymph- 
angioma is even more difficult as 
illustrated by the patient described by 
Fisher and Orkin.* 

The clinical appearance of cuta- 
neous lesions associated with chylous 
reflux, lymphatic obstruction, and 
lymphedema are more variable than 
generally appreciated. Increased 
awareness among dermatologists of 
these lesions may allow earlier diag- 
nosis and surgical treatment of this 
rare disorder when necessary. 


Nonproprietary Name and 
Trademark of Drug 


Cephalothin sodium—Keflin. 


Br Med J 1:529-532, 1964. 

7. Palmer LC, Strauch WG, Welton WA: 
Lymphangioma circumscriptum. Arch Dermatol 
114:394-396, 1978. 

8. Fisher I, Orkin M: Acquired lymphangioma 
(lymphangiectasis) Arch Dermatol 101:230-239, 
1970. 


Cutaneous Chylous Reflux—Johnson 


Li 
~ 
€ 


: A Congenital Ichthyosiform Syndrome 
With Deafness and Keratitis 


David L. Cram, MD; Jack S. Resneck, MD; W. Bruce Jackson, MD 


qu 


e This is a report on two children with a 
syndrome characterized by an extensive 
congenital ichthyosiform eruption, neuro- 
sensory deafness, hypotrichosis, partial 
anhidrosis, and vascularization of the 
cornea. The facial involvement is distinc- 
tive. Other features are dystrophy of the 
nails and tight heel cords. Both children 
are of normal intelligence. The inheri- 
tance pattern is unknown. 

(Arch Dermatol 115:467-471, 1979) 


he  ichthyosiform dermatoses 
comprise a complex group of 
disorders, the classification of which 
has been attempted using characteris- 
tic hereditary and clinical and histo- 
logie features as a guide. However, 
some ichthyotie states that are seen 
defy present classification methods 
and have features peculiar to the 
recognized cases. Similarly, the so- 
called hereditary ectodermal dyspla- 
sias can occur with such variable 
manifestations that the diagnosis 
may be made only by exclusion. 
Whenever the unusual ichthyotie 
states or ectodermal dysplasias occur 
with other findings, such as ocular 
changes or deafness, a syndrome is 
suspected, however incomplete. Pa- 
tients with these combinations may be 
described in the literature on numer- 
ous occasions until the complete syn- 
drome is recognized. 
This is a report on two children with 
a syndrome in which the distinctive 
features are an extensive ichthyosi- 
form eruption with characteristic fa- 
cial involvement, deafness, hypotri- 
chosis, partial anhidrosis, and corneal 
vascularization. The nails are white 
and often dystrophie, and there are 
tight heel cords. At least 14 similar 
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cases, most with only partial features, 
have been deseribed in the litera- 
ture.'*'* 


REPORT OF CASES 


Case L-A 9-year-old girl was the 
product of a normal pregnancy and deliv- 
ery. At birth her skin appeared wrinkled 
and was covered with a complete vernix- 
like covering, which was removed by the 
second postnatal day. Since then the child 
was noted to have a leathery, slightly 
erythematous, almost elephant-like skin 
over most of the body, but most marked on 
the extensor surfaces of the lower parts of 
the legs and arms, the palms and soles, and 
the face and ears. Only the buttocks were 
spared. Slight pruritus was noted at times. 
The skin was universally dry but not scaly. 
The child underwent normal growth and 
development, although she is now thin for 
her age. 

Since the early months of life this child 
has had distinctly outlined brownish- 
yellow plaques, symmetrically placed over 
the cheeks and chin, with involvement of 
the nose (Fig 1). The plaques initially had a 
verrucoid-like consistency, and there was 
distinct furrowing about the mouth and 
chin, giving the child an aged appearance. 
There were redundant folds at the lower 
eyelids. There was hyperkeratosis over the 
rims and lobes of the ears. The skin over 
the palms, soles, fingers, and toes was 





thickened with a unique leather-like consis- 
tency, with the skin over the palms having 
a peculiar dotted and wavy pattern. The 
skin over the knees also had a rippled and 
verrucoid character (Fig 2). Scalp hair was 
absent until age 1 and has since been 
sparse, fine in texture, and largely absent 
over the occiput (Fig 3). Eyebrows and 
eyelashes are absent. Microscopic examina- 
tion of the hair revealed some areas of 
trichorrhexis nodosa. 

At age 2 the child was noted to be 
intolerant of excessive heat. Sweat testing 
using a sudorometer and starch iodine 
showed a marked reduction in sweating 
from normal in all skin areas tested. 

There was complete leukonychia and 
some thickening of the nails, which has 
persisted (Fig 4). Teeth are carious but 
otherwise normal. 

When the child was age 312, redness and 
tearing of the left eye without obvious 
infection developed. Examination at this 
time disclosed a superficial haze in the 
lower one third of the left cornea, with 
superficial vascularization (Fig 5). The 
corneal epithelium was thickened and 
semiopaque, and small whitish intraepithe- 
lial opacities were noted, suggesting 
isolated foci of keratinization. Fluorescein 
staining revealed coarse punctate epithe- 
lial erosions in this area. The right cornea 
appeared normal except for a few vessels 
crossing the corneal scleral limbus in the 
2.o'clock meridian. Since then, the corneal 
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Fig 1.—Symmetrically outlined plaques Fig 2.—Rippled and verrucoid hyperkera- 


over cheeks, chin, nose, and rims of ears, 
with furrowing about mouth and chin 
(case 1). 


tosis over knees (case 1). 
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Fig 3.—Alopecia of occiput, with fine texture of remaining scalp 
hair (case 1). 


epithelial changes and superficial vascular- 
ization have progressed with the formation 
of a complete vascular pannus involving 
both eyes (Fig 6). The tear meniscus 
appeared normal, as was the tear lysozyme 
test, indicating normal tear production. 
Corneal sensation was originally normal, 
but became slightly reduced with the 
pannus formation. There was no evidence 
that the keratitis was secondary to expo- 
sure. 

When the child was age 4, an audiogram 
showed a high-frequency hearing loss in 
the right ear and a moderate to severe 
descending hearing loss in the left ear, 
diagnosed as neurosensory deafness. She 
has had recurrent bouts of otitis externa 
and media. 

The child walked at 10 months of age and 
was noted to walk on her toes. This physical 
disability progressed in severity, and at 
age 4 she underwent a heel cord lengthen- 
ing procedure with correction to normal 
walking. Family history revealed no con- 
sanguinity or family members with similar 
features. The child is of high-normal intel- 
ligence on IQ testing. Previous diagnoses 
have been hypohidrotic ectodermal dyspla- 
sia and congenital ichthyosiform erythro- 
derma. There were no siblings. 

Laboratory testing of the immunoglobu- 
lins and urine amino acids showed normal 
values. Biopsy specimen of the skin of the 
involved areas of the arms revealed a "bas- 
ket weave" type of hyperkeratosis with 
some acanthosis and papillomatosis and an 
occasional follicular plug. The granular 
layer was present (Fig 7). Eccrine glands 
were present. Electron microscopy of a 
skin biopsy specimen showed normal kera- 
tohyalin granules, and no abnormalities 
were noted. 

Treatment of the skin condition has been 
topical lubrication, topical steroids, and 
retinoic acid, all of limited benefit. With 
time, however, the skin has gradually 
improved, with gradual loss of much of the 
facial hyperkeratosis, as well as less thick- 
ening of the skin over the other previously 
involved areas (Fig 8). 

Case 2.—This 6-year-old girl was the 
product of a normal gestation and delivery. 
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Fig 5.—Early vascularization of cornea 
(case 1). 


At birth she was noted to have a total-body 
covering of erythematous and thickened 
skin, and the scalp hair was absent. During 
the past year or two the skin of the trunk 
and proximal extremities has returned 
largely to normal, but the skin is univer- 
sally dry. Scalp hair has gradually regrown 
although her hair, which is blond, is fine in 
texture. Frequent microscopic examina- 
tion of the hair has disclosed no abnormal- 
ities. Eyebrows are absent and eyelashes 
are sparse. The child has developed normal- 
ly and is of normal intelligence. She is 
somewhat thin for her age, but is of aver- 
age height. Family history has failed to 
show any similarly affected members, and 
there is no consanguinity. Recurrent bouts 
of cystitis were noted in the child’s histo- 


The distinctive features of her skin are 
the outlined reddish-brown plaques of a 
dry, verrucoid-like consistency, symmetri- 
cally distributed over her cheeks and chin, 
with furrows about the mouth and chin 
that give the child an aged appearance (Fig 
9 and 10). The nose and rims of the ears and 
earlobes are involved with a similar skin 
change, giving the child a unique facial 
appearance. The distal extremities, palms 
and soles, and fingers and hands are 
involved with a similar leathery-like skin 
change with no scaling. The palms have a 
distinctive rippled and dotted appearance, 
like that of heavy-grain leather (Fig 11). 
The fingernails are white and thickened, 
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Fig 4.—Leukonychia and thickening of nails (case 1). 


and the large toenails are similarly 
involved. The heel cords are tight, but this 
change has so far not substantially 
affected the patient's gait. The skin over 
the knees has a thick, verrucoid appear- 
ance, with the skin thrown into folds (Fig 
12). Her teeth are carious but otherwise 
normal. 

Since an early age the child was noted to 
have some intolerance to heat, although she 
seemed to perspire normally from the axil- 
lae. Sweat testing, using a sudorometer 
and bromphenol blue, demonstrated nor- 
mal sweating over the hypothenar, but not 
the thenar eminence, of the palms. No 
sweating could be detected over the 
involved forearm, uninvolved upper part of 
the arm, or involved and uninvolved face. 
Sweating appeared markedly decreased 
over the chest. 

The child had no complaints regarding 
her vision or hearing. She has had repeated 
bouts of otitis media. Audiograms, howev- 
er, have revealed a mild high-frequency 
hearing loss diagnosed as neurosensory in 
origin. Examination of her eyes at age 6 
showed superficial blood vessels invading 
the inferotemporal quadrant of the cornea 
of the left eye. 

Laboratory examination of blood and 
urine at age 6 revealed no abnormalities of 
the immunoglobulins. Biopsy specimens 
from the involved skin of the face and arm 
have revealed a marked hyperkeratosis 
with a "basket weave" pattern and papillo- 
matosis of the epidermis (Fig 13). The 
granular layer was present, and there was 
no inflammation in the dermis. Electron 
microscopy of a biopsy specimen from the 
involved forearm disclosed normal kerato- 
hyalin granules and no obvious abnormali- 


ties. A variety of fluorinated corticoste- E 


roids of varying strength were used with 
no significant effect. 


COMMENT 


These two patients have what 
appears to be a syndrome consisting 
of distinet changes of the skin, hair, 
nails, eyes, and auditory system, asso- 
ciated with decreased sweating and 
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Fig 6.—Complete vascular pannus of both eyes (case 1). 


Fig 7.—Case 1. Basket weave hyperkeratosis, with acanthosis and follicular plugging 
"s (hematoxylin-eosin, x 400). 





Fig 8.—Reduction in facial hyperkeratosis Fig 9.—Facial plaques, with furrows about Fig 10.—Sharply outlined facial plaques 
with age (case 1). the mouth (case 2). (case 2). 





Fig’ 11.—Leather-like changes over palms and Fig 12.—Rippled verrucoid hyperkeratosis over knee (case 2). 
. fingers (case 2). 
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Fig 13.—Case 2. Basket weave hyperkeratosis, acanthosis, and papillomatosis in skin of 


face (hematoxylin-eosin, x 1 00). 


tight heel cords. At least 14 similar 
cases have been reported in the litera- 
ture. Of the total eases now thought to 
be examples of this syndrome, there 
are eight female patients and eight 
male, indicating an equal sex distribu- 
tion. Perhaps the first reported case 
was that of Burns! in 1915, who 
reported on a 16-year-old boy with a 
congenital generalized erythroderma, 
neurosensory deafness, and keratitis. 
The case of Jung and Vogel? was 
thought to be anhidrotic ectodermal 
dysplasia with corneal dystrophy. In 
a written communication to one of us 
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(D.L.C.), however, it was learned that 
the patient described also had a neuro- 
sensory hearing loss and short heel 
cords. The other more complete exam- 
ples of this syndrome most recently 
described are those in the reports of 
Ryeroft and associates,^ Baden and 
Alper,"-and Senter and associates.” 
The following is a discussion of each 
of the distinctive features of this 
syndrome. 


Skin 


The skin involvement of this syn- 
drome has been described in a variety 


of ways in the literature, and the - 
photographs and histologic descrip-. 


tions were not always clear or © 


included. What emerges as distinctive 
in our cases, however, is the leathery 
and verrucoid nature of the skin find- 
ings. The plaques on the face.tend to 
involve the central portion of the face 
only. Along with the ear involvement 
and absent eyebrows and eyelashes, 
these children have a unique facies. 
The furrows about the mouth and chin 
give the child an aged appearance. 
Only in erythrokeratoderma variabilis 
are similar facial changes seen, 
although in this disease absent eye- 
brows and eyelashes and the furrow- 
ing are not seen. In this syndrome the 
trunk eventually tends to be relatively 
spared, with skin involvement mainly 
of the distal extremities. The knees 
tend to have exaggerated skin mark- 
ings, and the palms take on a wavy 
and pitted type of hyperkeratosis, like 
that of heavy-grain leather. Skin biop- 
Sy specimens from nearly all cases 
have shown a "basket weave" type of 
hyperkeratosis, with a normal granu- 
lar layer and papillomatosis similar to 
that of an epidermal nevus. The fact 
that the histologic findings are not 
identieal in all of the reported cases 
suggests that either some are not true 
examples of this entity, or that it is a 
reflection of genetic heterogenicity.” 
Electron microscopy in our two cases 
demonstrated no abnormalities. 

In 1917 MacKee and Rosen” col- 
lected 45 cases of congenital ichthyosi- 
form erythroderma (CIE) and divided 
them into generalized and circum- 
scribed types. Sixteen percent fell into 
the circumscribed group, in which the 
cutaneous changes were limited to the 
face, ears, extremities, palms and 
soles, and sometimes the axillae and 
buttocks. The trunk appeared normal 
or slightly scaly. In 1925 Weiss and 
Tobias" described four further exam- 
ples of this circumscribed type of CIE, 
and in 1937 Butterworth” reported on 
a brother and sister with similar 
changes, before the Philadelphia Der- 
matological Society. None of these 
cases, however, showed any physical 
changes other than those of the skin. 
Since sparse or absent hair, nail 
dystrophy, and generalized cutaneous 
hypohidrosis can be found in CIE, our 
cases may represent the nonbullous 
localized form of this disease. Unique 
in our cases, then, is the additional 
findings of neurosensory deafness, 
corneal vascularization, and short heel 
cords, which are indicative of a 
syndrome. However, since clinically 
and histologically the skin changes’ in 
our cases appear distinctive from 
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previous cases of CIE, we have chosen 


.to refer to them as ichthyosiform 


since our present diagnostie methods 
could not allow us to pinpoint the 
eutaneous changes to any one type of 
iehthyosis. 


Hypotrichosis and Nail Changes 


Abnormalities of the hair and nails 
have differed in the cases reported. 
Loss or thinning of the eyebrows and 
eyelashes is a constant feature. Hair 
loss has varied from complete bald- 
ness to a fine, thin, scalp hair. Our 
first patient demonstrated trichorr- 
hexis nodosa in some scalp hairs, but 
microscopic abnormalities of the hair 
shaft is not a constant feature of this 
syndrome. The hair may be absent 
during the first year or two of life and 
then appear in a normal pattern, as in 
our two cases. 

The nails typically appear as com- 
pletely white and thickened, this 
change most marked in the finger- 
nails. In some, a destructive dystrophy 
of the nail occurs, perhaps resulting 
from the production of a faulty hard 
keratin similar to that occurring in 
the hair. 


Deafness 


A neurosensory deafness, probably 
congenital, has been noted in all cases, 
often discovered in the early years of 
life. Some of the patients have been 
totally deaf. Otitis media and otitis 
externa were noted in our two cases 
but these infections were not felt to be 
related to the hearing loss of our 
patients or in those previously re- 
ported. Deafness is not a feature of 
any of the presently recognized 
ichthyosiform dermatoses except the 
Rud: and Refsum syndromes" where 
neurosensory deafness is an incon- 
stant finding. Conductive hearing loss 
has been reported by Robinson and 
associates’: in a family with ectoder- 
mal dysplasia, but no cases could be 
found of neurosensory deafness with 
the recognized forms of ectodermal 
dysplasia. 


Anhidrosis 


Anhidrosis has been recognized in 
only two other previously reported 
cases of this syndrome, * possibly 
reflecting a low incidence of this 
disorder in most patients. However, 
one of us (D.L.C.) has also examined 
the patient reported on by Senter and 
associates and found diminished 
sweating in testing. Neither of our 
two patients were severely affected 
by this finding, and their heat intoler- 
ance appears to have decreased some 
with age. This finding may be sec- 
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ondary to the overlying ichthyosiform 
eruption. Sweat testing, however, 
revealed a marked absence of sweat- 
ing in both involved and uninvolved 
skin. Sweat glands were present in 
our biopsy specimens, although 
sparse. Certainly these patients do not 
fit with any of the presently recog- 
nized forms of anhidrotic ectodermal 
dysplasia, but this finding would 
further imply a generalized ectoder- 
mal involvement. The teeth, although 
carious, have not been noted as other- 
wise abnormal. 


Corneal Changes 


Vaseularization of the cornea with 
pannus formation is the most dreaded 
finding in this syndrome since it tends 
to be progressive and may result in a 
severe loss of vision. It tends to begin 
in early childhood, but may be delayed 
in onset. Corneal involvement in the 
ectodermal dysplasias and ichthyoses 
is rare, although ectropion, conjunc- 
tivitis, and keratitis may be an occa- 
sional feature.” Biopsy specimens of 
the cornea in two cases of this 
syndrome?’ have showed that Bow- 
man's membrane was replaced by a 
fibrovaseular tissue, lymphocytes, 
plasma cells, and occasionally plasma- 
eytoid cells and Russell bodies. 

The cause of the corneal pathology 
is not completely known. Unlike a 
previously reported case, dryness was 
not a feature in our cases. Pannus 
formation usually occurs secondary to 
chronic inflammation and epithelial 
edema. A keratoconjunctivitis was not 
noted as a preceding event in any of 
our patients, the first having been 
examined repeatedly by an ophthal- 
mologist. On the other hand, these 
corneal changes may be a reflection of 
the generalized ectodermal distur- 
bance since the anterior portion of the 
cornea is similarly derived. 

An additional feature of these 
patients is the presence of tight heel 
cords described in our two cases, as 
well as in three others^*'* reported in 
the literature. In the case described by 
Beare and associates,’ a neuropathy 
was also found. Physical growth may 
be affected, but nearly all patients are 
of normal intelligence. The inheri- 
tance pattern is completely unknown 
since the family history failed to 
reveal any other affected members in 
any of the case reports. A spontaneous 
mutation may account for the defect, 
but more eases need to be studied and 
reported before the genetics of this 
condition is. clear. The importance of 
careful documentation of all the phys- 
ical findings in the future cases recog- 
nized should be emphasized. 


In summary, we have presented two 
cases of a unique syndrome character- 
ized by distinctive congenital cuta- 
neous changes, deafness, abnormali- 
ties of the hair and nails, anhidrosis, 
and vascularization of the cornea. In 
the literature these cases have vari- 
ously been referred to as ectodermal 
dysplasias, atypical ichthyosiform 
dermatoses, and  erythrokeratoder- 
mas. The findings indicate that these 
patients have a generalized ectoder- 
mal dysplasia, of which an ichthyosi- 
form eruption is just one part. Fur- 
ther cases need to be studied before 
the exact nosologie position of this 
entity is known. 
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Subungual Osteochondroma 


Differential Diagnosis and Treatment 


David B. Apfelberg, MD; David Druker, MD; 


Morton R. Maser, MD; Harvey Lash, DDS, MD 


e Subungual osteochondroma, a rare 
disorder of the fingers and toes, occurred 
in five patients. Clinical features of the 
condition include nail deformation, histo- 
ry of long, slow growth, and characteristic 
radiologic features. Surgery is directed 
toward total tumor resection with preser- 
vation of the nailbed to achieve normal 
nail growth. Differential diagnosis in- 
cluded bony, cartilaginous, and soft 
tissue tumors as well as cystic lesions. 
Malignant tumor should be suspected but 
not confused with this benign disorder. 
Roentgenologic examination is indicated 
in the differential clinical diagnosis of any 
subungual mass. 

(Arch Dermatol 115:472-473, 1979) 


| Pate extremity subungual masses 
secondary to osseous abnormali- 
ties represent rare benign disorders 
frequently confused with more serious 
conditions of the nailbed. Extensive 
literature review has failed to disclose 
any comprehensive review of this 
problem other than isolated case histo- 
ries and no series of osteochondromas 
such as is reported in this communica- 
tion. This article describes an unusual 
series of benign osteochondromas of 
the fingers and toes and reviews the 
differential diagnosis and treatment 
of such deformities. The clinical 
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presentation and pathologie features 
of these entities should be familiar to 
clinicians to avoid possible misdiagno- 
sis or confusion with more serious 
malignant disorders. 


REVIEW OF CASES 


Five patients have been seen with 
subungual masses of the toes over the last 
five years (Table). There were four female 
patients and one male patient; the average 
age was 16 years. Duration of the tumor 
growth averaged three to five months. 
Initial symptoms included deformation of 
the nail, pressure, especially with tight 
shoes, and tearing of socks and hosiery. 
Clinieal examination demonstrated a 


Clinical Features of Subungual 
Osteochondroma Patients 


Duration 
Patient/ of Therapy, 
Age, yr/Sex mo 


1/14/F 
2/16/F 
3/27/F 
4/10/F 
5/29/M 


Location 


Fourth toe 
Fourth toe 
Ring finger 
Fourth toe 
Great toe 








Fig 1.—Typical clinical appearance of 
benign subungual osteochondroma. 


fleshy, subungual mass deforming the 
nailbed with elevation of the nail (Fig 1). 
X-ray examination proved diagnostic and 
exhibited the classic features of a well- 
defined, circumscribed, pedunculated or 
sessile bone growth projecting from the 
dorsum of the distal phalanx (Fig 2). Oper- 
ative correction was accomplished by avul- 
sion of the nail, careful elevation of the 
nailbed as two laterally based flaps, resec- 
tion of the tumor mass with curettage of 
the adjacent bone, replacement of the 
nailbed, and postoperative pressure ban- 
daging with elevation of the extremity for 
five to seven days (Fig 3). There has been 
no recurrence in any patient in our series; 
however, minor nail growth abnormalities 
have been observed in two of the five 
patients, a factor of which all patients 
should be informed in advance. Pathology 
report showed a trabecular bone pattern 
consistent with osteochondroma. 


COMMENT 


Although osteochondromas are rela- 
tively common and frequent, subun- 
gual osteochondromas in the hands or 
feet are extremely rare. Osteochon- 
dromas are thought to be congenital 
in origin. They commence growth at 
or before puberty and are frequently 
found in patients between the ages of 
10 to 25.' Symptoms arise from pres- 
sure on adjacent tissue by the slow, 
relentless growth. Cartilaginous tu- 
mors of the soft tissue of the hands 


and feet not in subungual locations . 


are usually benign but are notoriously 
difficult to diagnose.* These cartilagi- 
nous tumors are prone to recurrence, 
but no true metastasis has been found. 
Cartilaginous tumors of the hands and 
feet are classified as hyaline or chon- 
droid type. Frequently, a malignant 
neoplasm is suspected based on cyto- 
logical appearance and clinical erosion 
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Fig 2.—X-ray appearance of subungual osteochondroma demonstrating pedunculated 


osseus mass with cartilage cap. 
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Fig 3.—Surgical technique comprises elevation of nailbed as two laterally based flaps, 
enucleation and curettage of tumor, and nailbed replacement. 


of adjacent bone. True chondrosarco- 
mas or osteosarcomas are rare in a 
subungual location but must be sus- 
pected and confirmed by pathologic 
study.‘ 

Exostosis in the subungual location 
was first described in 1839 by 
Dupuytren. Since the first descrip- 
tion, approximately 100 cases have 
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been described in various series.’ 
Exostosis differs from osteochondro- 
ma in that they exhibit a female to 
male ratio of 2:1, while osteochondro- 
mas are more common in male 
patients. The cartilaginous cap in 
exostosis is composed of fibrocartilage 
rather than the hyaline cartilage of 
osteochondromas. Exostoses occur at a 
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site away from the epiphyseal line. 
Radiologic features show an ill- 
defined edge of cancellous bone with a 
trabecular pattern, no well-defined 
cortex, and radiolucent fibrocartilage 
over the bony mass. 

The most common bony tumors 
found in the phalanges are enchondro- 
mas. Their loculated appearance on 
x-ray film is diagnostic, particularly if 
associated with small flecks of calci- 
fied cartilage. These tumors are com- 
posed of cartilage and may arise in the 
medullary cavity of tubular bone such 
as the phalanges. As the tumor 
enlarges, the cortex often thins or 
fractures. Other bony or cartilagi- 
nous tumors occasionally encountered 
are chondromas, myxomas, and giant 
cell tumors.’ Cystic tumors of bone 
include osteitis fibrosis cystica, inclu- 
sion cysts, and bony cysts secondary 
to hyperparathyroidism. 

Several benign soft tissue subun- 
gual tumors such as glomangioma, 
lipoma, fibroma, verruca, granuloma 
pyogenieum, and hemangiomas can be 
seen as well as hematomas from trau- 
ma. Malignant neoplasms such as 
amelanotie melanoma occasionally ap- 
pear to be a subungual mass, as does 
epidermoid carcinoma. 
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Hereditary Acrolabial Telangiectasia 


A Report of Familial Blue Lips, Nails, and Nipples 


John L. Millns, MD, Charles H. Dicken, MD 


e We describe a mother and two 
daughters who had the following clinical 
manifestations: bluish discoloration of the 
vermilion ridge of the lips, nipple areolae, 
and nail beds; discrete telangiectasia of 
the chest, elbows, and dorsa of the hands; 
varicosities of the lower part of the legs; 
and (in the two daughters) migraine head- 
aches. Routine histologic examination of 
tissue from the lips and elbows disclosed 
extensive, dilated, horizontal subpapillary 
telangiectases. Enzyme  histochemical 
stains demonstrated activity of adenosine 
triphosphatase and leucine aminopepti- 
dase around these dilated vessels. Alka- 
line phosphatase activity was strikingly 
absent from the dilated subpapillary 
vessels. By electron microscopy, these 
vessels were demonstrated to be postcap- 
illary venules. We propose an autosomal 
dominant mode of inheritance. 

(Arch Dermatol 115:474-478, 1979) 


he classification of hereditary 

telangiectatic disorders is a diffi- 
cult task because of the lack of unify- 
ing features other than telangiectasia, 
of which a broad variety of clinical 
and morphologic patterns exist. In 
addition, in most of these conditions, 
the presence of telangiectasia is not 
the dominant feature. Such syn- 
dromes as  Bloom's, Rothmund- 
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Thomson, Cockayne's, ataxia-telan- 
giectasia, and hereditary hemorrhagic 
telangiectasia have associated abnor- 
malities of serious consequence. A 
prime exception is hereditary benign 
telangiectasia, an autosomal domi- 
nant disorder, described by Ryan and 
Wells, with strictly cutaneous mani- 
festations of punctate and linear 
telangiectases of the face, neck, chest, 
dorsa of the hands, and knees. 

We report an unusual familial 
syndrome that demonstrated the fol- 
lowing characteristics: diffuse blue 
discoloration of the lips, nipple areo- 
lae, and nail beds; punctate and linear 
telangiectases of the elbows, chest, 
and dorsa of the hands; varicosities of 
the lower part of the legs; and 
migraine headaches. We present the 
case histories and results of histologic, 
enzyme histochemical, and electron 
microscopic examination of the in- 
volved tissue. 


REPORT OF CASES 


Case 1.—A 26-year-old woman was the 
produet of a normal pregnancy and deliv- 
ery. Results of physical examination after 
birth, as well as early growth and motor 
development, were normal. Blueness of the 
lips and nail beds was noted within the 
first year of life by the mother. Easy 
fatigability, in conjunction with the pro- 
found cyanosis intensified by exercise, led 
physieians to suspect the presence of 
congenital heart disease. When a heart 
murmur was discovered at the age of 7 
years, cardiac catheterization was per- 
formed; this showed pulmonary hyperten- 
sion with a normal peripheral arterial 
oxygen saturation. Because of increasing 
dyspnea on exertion, she was referred to 
the Mayo Clinie, Rochester, Minn, at the 
age of 8 years for further examination. 


At that time, physical examination 
showed blueness of the vermilion ridge of 
the lips and nail beds, with normal-colored 
mucous membrane and no evidence of club- 
bing. Heart sounds were quiet, and there 
was a right ventricular heave. A grade 1 
(on the basis of 1 to 6) systolic murmur was 
present over the second right intercostal 
space and the apex, with a sharply 
increased second component of the second 
heart sound. Peripheral pulses were nor- 
mal. On dermatologic examination, she was 
noted to have deep bluish discoloration of 


the vermilion ridge of the lips, nipple areo- 


lae, and nail beds. The oral, pharyngeal, 
and nasal mucosae were pink, without 
evidence of discrete telangiectasia or blue 
discoloration. Capillary microscopy dis- 
closed the presence of large, dilated, linear 
telangiectases over the inner, nonexposed 
areas of the lips, chest, elbows, and dorsa of 
the hands. Isolated telangiectases were 
noted on the elbows. Cardiac catheteriza- 
tion showed evidence of a patent ductus 
arteriosus, an atrial septal defect, and an 
overall left-to-right shunt of 5095 of the 
blood flow, 30% of which was thought to be 
from the patent ductus arteriosus. Al- 
though she underwent successful surgical 
correction of the defects, the bluish discol- 
oration of the nail beds and vermilion ridge 
of the lips persisted. 

Laboratory evaluation showed a hemo- 
globin level of 11.4 g/dL and a hematocrit 
value of 34%. Hemoglobin electrophoresis 
showed a pattern of adult hemoglobin with 
a normal fetal component. Methemoglobin 
and sulfhemoglobin levels were normal. 


Chest roentgenograms showed generalized, . 


cardiac enlargement and an increase in 
size of the pulmonary trunk and hilar 
arteries, consistent with pulmonary hyper- 
tension. Skull roentgenograms were nor- 
mal. Urinalysis detected no hematuria, and 
a repeated stool examination showed no 
evidence of occult bleeding. 


Varicose veins developed when the ( 


patient was 15 years old; by the age of 25 
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Fig 1.—Left, Diffuse blue discoloration of vermilion ridge of lips. Center, Diffuse blue 
discoloration of lunulae and nail beds. Right, Telangiectasia of elbows (case 2). 


years, she had leg pain with prolonged 
standing. There was no previous history of 
deep or superficial thrombophlebitis. Ex- 
amination at the age of 25 years disclosed a 
mildly incompetent right greater saphe- 
nous system from the ankle to the knee. 
Both feet were noted to have prominent, 
dilated veins that measured up to 1 em in 
diameter. There was no evidence of deep 
venous insufficiency in either leg. 

Since the age of 14 years, the patient had 
experienced severe throbbing headaches 
that were precipitated by menstruation, 
overexertion, and confined spaces. These 
headaches, which were usually frontal in 
nature, were preceded by vertigo and 
central scotomas and followed by nausea. 
The episodes continued to occur several 
times each month. 

Follow-up examination at the age of 26 
years showed the patient to be in good 
general health. The status of the blue lips 
and nail beds remained unchanged, but the 
discrete telangiectases of the chest and 
elbows had become more prominent. She 
denied any history of epistaxis, oral bleed- 
ing, hematemesis, melena, or hematoche- 
zia. 

Case 2.—A 24-year-old woman (sister of 
patient 1) was the product of a normal 
pregnancy and delivery. Growth and devel- 
opment were also reported to be normal. 
Blue discoloration of the vermilion ridge of 
the lips, nipple areolae, and nail beds, first 
noted at 3 months of age, became progres- 
sively more pronounced with time. The 
blueness was intensified by exercise, emo- 
tional excitement, and exposure to cold 
temperatures. When the patient was 18 
months old, her physician became con- 
cerned about the presence of congenital 
heart disease. During the ensuing four 
years, she had intermittent symptoms of 
wheezing and dyspnea, which necessitated 
periodic hospitalization for an asthma-like 
condition. At the age of 6 years, she was 
referred to the Mayo Clinic for complete 
cardiac and pulmonary examination. 

On physical examination, she had a deep 
blue discoloration of the nail beds, nipple 
areolae, and vermilion ridge of the lips. 
Diascopic examination disclosed blanching 
of the vermilion ridge of the lips. No 
involvement with either diffuse blueness 
or discrete telangiectasia was noted in the 
oral pharyngeal, or nasal mucosa. Scat- 
tered linear telangiectases were noted on 
the dorsal aspect of the fingers and on the 
elbows. All nail beds of the fingers and toes 
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showed a diffuse blue discoloration, with- 
out evidence of discernible telangiectasia. 
The blueness disappeared with pressure. 

Cardiac examination disclosed a grade 1 
(on the basis of 1 to 6), short systolic 
murmur over the second left intercostal 
space, which was thought to be functional 
in nature. 

At that time, laboratory evaluation 
showed a normal chest roentgenogram and 
ECG. The hemoglobin level was 12.8 g/dL, 
and the hematocrit value was 43%. The 
prothrombin and partial thromboplastin 
times were normal. Hemoglobin electro- 
phoresis demonstrated a normal adult 
pattern. Methemoglobin and sulfhemoglo- 
bin levels were normal. Results of urinaly- 
sis were normal, and stool examination for 
oceult blood was negative. 

Because of the symptoms of wheezing, 
dyspnea on exertion, and questionable 
cyanosis, cardiac catheterization was per- 
formed; the results were normal. 

By the age of 12 years, bilateral varicose 
veins were evident. Examination at the 
age of 21 years disclosed incompetency of 
both greater saphenous veins, with multi- 
ple varicosities of the lower part of the 
legs, ankles, and feet (congenital weakness 
of the superficial veins). At the age of 22 
years, she underwent surgical stripping of 
the greater saphenous veins from the dorsa 
of the feet to the saphenofemoral junc- 
tion. 

At the age of 22 years, the patient also 
had repeated episodes of involuntary clonic 
movements of her right arm, which were 
followed by tunnel vision, nausea, and 
persistent frontal headaches. An EMI scan 
showed anterior displacement of the cho- 
roid plexus in the right lateral ventricle, 
without evidence of a parenchymal mass 
posterior to the glomus. Bilateral carotid 
angiograms and an EEG were normal, and 
the patient was believed to have atypical 
migraine headaches. Although the clonic 
movements did not recur, the migraine 
episodes have continued at biweekly inter- 
vals to the present time. 

Follow-up examination at the age of 24 
years showed the patient to be in good 
general health. The blue discoloration of 
the lips (Fig 1, left), the nipple areolae, and 
the nail beds (Fig 1, center) remained 
unchanged, with notable accentuation of 
the blueness occurring with exercise, expo- 
sure to cold temperatures, and emotional 
excitement. The punctate and linear telan- 
giectases of the elbows (Fig 1, right) 


became more prominent with time. She has 
had no episodes of epistaxis or gastrointes- 
tinal bleeding. 

Case 3.—A 56-year-old woman, the moth- 
er of the two previously described patients, 
was first noted to have blue discoloration 
of the nail beds and vermilion ridge of the 
lips within the first year of life. As with 
her daughters, this blueness had become 
more pronounced with time and was inten- 
sified by exercise and exposure to cold 
temperatures. In addition, there had been 
no history of epistaxis, melena, or hemato- 
chezia. Although she had displayed the 
same clinical picture of blue lips and nail 
beds as her daughters, there had been no 
evidence of scattered telangiectases of the 
elbows or dorsa of the hands. 

Varicose veins of the upper and lower 
parts of the legs developed during the 
period of her four pregnancies, and these 
became progressively worse. Examination 
showed incompetent greater saphenous 
veins bilaterally, with large superficial 
dilated veins of both ankles and feet. 

In contrast with the two aforementioned 
cases, there was no history of migraine 
headaches. 


MATERIALS AND METHODS 


Three patients with acrolabial telangiec- 
tasia, who were seen in two generations of 
one family (a 56-year-old woman and her 
24- and 26-year-old daughters), were the 
subjects of this study. 

One 3-mm punch biopsy specimen was 
obtained from the vermilion ridge of the 
lower lip and one elbow of both daughters, 
fixed in 10% buffered formaldehyde solu- 
tion, embedded in paraffin, sectioned, and 
stained with hematoxylin-eosin, Alcian 
blue, PAS, and Gomori's aldehyde fuchsin 
stains. Second 3-mm punch biopsy speci- 
mens were obtained from the same areas 
of both daughters and were bisected. One 
bisected specimen from each site was 
immediately frozen at —70 °C, sectioned on 
a cryostat, and prepared for the following 
histochemical stains according to the 
routine methods used by our laboratory: 
alkaline phosphatase,’ phosphorylase,’ leu- 
cine aminopeptidase,*® succinic dehydro- 
genase,* indoxyl esterase,’ monoamine oxi- 
dase, f-glucuronidase,' nonspecific choli- 
nesterases,^ cytochrome oxidase," and 
adenosine triphosphatase (ATPase).'* 

Half of the remaining biopsy specimens 
from each site were immediately trimmed 
and placed in a solution of 4% glutaralde- 
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Fig 2.—Lip biopsy specimen showing extensive subpapillary 
network of elongated thin-walled vessels and scattered reticular 
vessels (hematoxylin-eosin, reduced from x 100). 


hyde with sodium dimethyl arsenate buff- 
er (pH, 7.3) at 4 °C. They were then rinsed 
in the buffer for three hours, fixed with 2% 
osmic acid-barbital acetate buffer, dehy- 
drated, and embedded in epoxy resin (Epon 
812) according to the methods of Luft." 
The remaining biopsy specimens were 
frozen in liquid nitrogen and stored at —70 
°C; they were later prepared for electron 
microscopy according to the aforemen- 
tioned methods. Sections from the above 
specimens were cut on an ultramicrotome 
at 600 A and mounted on copper grids. 
They were stained with lead citrate and 
uranyl acetate. All specimens were exam- 
ined with an electron microscope (Phillips 
201). 


RESULTS 
Histopathologic Findings 


The most striking histologic charac- 
teristic was the presence of an exten- 
sive subpapillary network of elon- 
gated, thin-walled vessels, which were 
arranged in a horizontal fashion high 
in the papillary dermis on skin 
sections from the elbow and lip (Fig 
2). Variable numbers of smaller ves- 
sels were located deeper in the reticu- 
lar dermis. All of the superficial 
vessels, as well as most of the deeper 
ones, were lined by a single layer of 
endothelial cells. In some areas, verti- 
cal capillary loops were identified 
superficial to the dilated subpapillary 
vessels. The elastic tissue stain failed 
to identify an elastic lamina in any of 
these subpapillary vessels. The sec- 
tions that were stained with PAS 
were normal. 


Enzyme Histochemical Findings 


Alkaline phosphatase activity was 
present in the superficial vertical 
capillary loops but not around the 
large, dilated, horizontal subpapillary 
vessels in the elbow (Fig 3). The stain- 


476 Arch Dermatol—Vol 115, April 1979 


ing around the vertical capillary loops 
was slightly increased, compared with 
normal control specimens. The pat- 
tern of alkaline phosphatase activity 
in the tissue from the lip was identical 
to that seen in the section from the 
elbow. There was an increased amount 
of leucine aminopeptidase activity in 
the dilated subpapillary vessels of the 
elbow (Fig 4), with no significant 
activity in the superficial vertical 
capillaries. Basal cell activity was 
comparable with that in normal con- 
trol specimens. No significant activity 
was found in sections from the lip that 
were stained with leucine aminopepti- 
dase. 

Staining for ATPase activity was 
intense in all dermal vasculature, as 
noted in tissue from the elbow and the 
lips. The remainder of the histochemi- 
cal stains showed activity comparable 
with that of normal control specimens. 
Sections from the lip showed compara- 
ble results. 


Electron Microscopic Findings 


Figure 5 shows a low-power 
(< 1,500) view of a section of one of 
the subpapillary vessels that was 
taken from the elbow. The prominent 
endothelial cells can be seen jutting 
into the vascular lumen. Occasional 
pericytes ean be seen peripheral to the 
endothelial cells, forming an incom- 
plete layer. Between the pericytes and 
the endothelial cells are multiple 
layers of reduplicated basement mem- 
brane. In addition, bridged fenestra- 
tions can be noted in some sections at 
the junction of endothelial cells. 
Peripheral to the pericytes are larger, 
spindle-shaped cells with dense bodies 
that are suggestive of muscle cells. 
The diameter of the endothelial lumen 





Fig 3.—Elbow tissue showing activity around vertical papillary 
capillaries but not around dilated subpapillary vessels (alkaline 
phosphatase histochemical stain, reduced from x 160). 


varies from 30 to 50 y in different 
areas, with the vessel wall thickness 
ranging from approximately 4 to 8 y. 
Some freezing artifact can be seen. 

In contrast with the endothelial 
cells protruding into the vascular 
lumen on electron microscopic sections 
of the elbow, the endothelial cells that 
line the papillary vessels of the lip are 
flat. Classic bridged fenestrations are 
not noted between endothelial cells. 
Partially laminated basement mem- 
brane can be noted adjacent to the 
endothelial cells. In addition, an 
incomplete layer of pericytes sur- 
rounds the endothelial cells. In con- 
trast with the smaller lumen-to-wall 
ratio that was noted in the electron 
microscopic sections of the elbow 
vessels, the vessels of the lips had 
horizontal luminal diameters that 
measured up to 250 u, with the vessel 
wall thickness less than 5 y. 


COMMENT 


Discovery of blue lips and nail beds 
shortly after birth usually suggests 
cyanosis to the examining physician, 
although other noncyanotic causes 
exist. True cyanosis, resulting from an 
increase in the amount of reduced 
hemoglobin or its derivatives, can be 
of either the central or the peripheral 
type. Central cyanosis is a manifesta- 
tion of decreased arterial oxygen 
saturation and can be seen after expo- 
sure to high altitudes, with pulmonary 
abnormalities, or with anatomic 
shunts, such as in certain forms of 
congenital heart disease. Methemo- 
globinemia and sulfhemoglobinemia 
are other causes of central cyanosis. 

In peripheral cyanosis, oxygen satu- 
ration is normal, but local reduction in 
blood flow from a variety of causes 
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Fig 4.—Elbow tissue showing increased disteitv' nee 
dilated subpapillary vessels (leucine aminopeptidase 
histochemical stain, reduced from x 160). 
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Fig 5.—Electron microscopic section of portion of Bs. > 


subpapillary postcapillary venule from elbow. Redupli- 3% 
cated basement membrane (BM), endothelial cell (E), 


and lumen (L) are shown ( x 1,500). 


leads to a decrease in oxygen tension 
at the venous end with resultant 
cyanosis. This phenomenon can be 
seen after exposure to cold tempera- 
tures, with arterial and venous ob- 
structive diseases, and with vasospas- 
tic: phenomena, such as Raynaud's 
disease and acrocyanosis. Occasional- 
ly, metabolie abnormalities (alkapto- 
nuria), drug reactions (chlorpromazine 
hydrochloride and antimalarial 
agents), and heavy metal intoxication 
(argyria) can result in bluish discolor- 
ation of the skin. In addition to the 
aforementioned causes of peripheral 
cyanosis, one can include certain 
conditions of cutaneous telangiecta- 
sia. In the cases presented, the 
patients had had bluish discoloration 
of the lips and nail beds since child- 
hood. This phenomenon was notice- 
able enough to provoke a search for 
congenital heart disease in two of the 
three patients. 

Histologic sections from the lip 
disclosed the presence of a thin muco- 
sal epidermis in conjunction with an 
extensive network of superficial hori- 
zontal papillary vessels. The single 
layer of endothelial cells that lined 


* these vessels and no discernible elastic 


lamina noted on special stains sug- 
gested that the vessels were capil- 
laries. The demonstration of bridged 
fenestrations, reduplicated basement 
membrane, and a large lumen-to-wall 
ratio by electron microscopy appears 
to be more consistent with postcapil- 
lary venules.'* The larger lumina and 
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more extensive anastomoses of the lip 
vasculature explain the diffuse lip 
discoloration clinically, when con- 
trasted with the discrete linear telan- 
giectasia of the elbows and dorsa of 
the hands, which was manifested 
histologically by less extensive vessels 
with smaller lumina. Presumably, a 
vascular pattern similar to that in the 
lips exists in the nail beds of these 
patients and accounts for the blue 
discoloration. 

Alkaline phosphatase stains showed 
activity in the vertical papillary capil- 
laries but not in the dilated subpapil- 
lary plexuses of tissue sections from 
the lips and the elbows. These find- 
ings are similar to those reported by 
McGrae and Winkelmann” in their 
cases of generalized essential telan- 
giectasia, in which the dilated vessels 
were thought to represent a venous 
portion of the capillary loop. In 
contrast, ATPase and leucine amino- 
peptidase activity was prominent 
throughout the papillary reticuloder- 
mal vasculature. 

The acral and labial distribution of 
telangiectasia is not an unusual phe- 
nomenon. In a review of 9,439 adult 
patients who were examined at the 
Boston City Hospital, the University 
of Utah-affiliated hospitals, Pratt 
Clinic-New England Center Hospital, 
and Peter Bent Brigham Hospital, 
Brown'* noted three to ten telangiec- 
tases of the lips, hands, and feet in 5% 
of the population. Other acquired 
cutaneous telangiectases include those 
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from physical exposure, sunlight, radi- 
ation therapy, and medication (ste- 
roids), secondary poikilodermic states 
(associated with physical exposure, 


scleroderma, lupus erythematosus, 
dermatomyositis, and parapsoriasis), 
and generalized essential telangiecta- 
sia (without known cause). 

Hereditary telangiectatic states 
represent a diverse group with a 
multiplicity of clinical presentations. 
These would include such entities as 
nevus flammeus, Sturge-Weber syn- 
drome, angioma serpiginosum, heredi- 
tary hemorrhagic telangiectasia, 
ataxia-telangiectasia, and those syn- 
dromes with telangiectatic erythe- 
ma—Rothmund-Thomson, ^ Bloom's, 
Cockayne's, dyskeratosis congenita, 
hereditary sclerosing poikiloderma, 
and xeroderma pigmentosum. 

In addition to not bearing a strong 
clinical resemblance to our reported 
cases, most of the aforementioned 
conditions have associated anomalies 
of serious consequence. It was the 
absence of such findings that 
prompted Ryan and Wells’ to coin the 
term “hereditary benign telangiecta- 
sia” for an autosomal dominant condi- 
tion that is manifested by the 
presence of a great number of fine 
telangiectases over the dorsa of the 
hands, knees, upper part of the chest, 
neck, face, and sometimes the vermil- 
ion ridge of the lips. Their description 
of punctate and linear telangiectases 
corresponds to the telangiectases that 
were noted on the dorsa of the hands, 
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chest, and elbows of our patients. 
None of their reported cases, however, 
demonstrated diffuse blue discolora- 
tion of the lips, nipple areolae, or nail 
beds, migraine headaches, or varicosi- 
ties. 

To delineate the mode of inheri- 
tance in a condition manifest in so few 
patients is certainly difficult. In this 
family whom we have described, two 
other daughters had no evidence of 
blue lips and nail beds or varicosities, 
and they had never experienced 
migraine headaches. Clinical inter- 
views with other family members and 
blood relatives disclosed no other 
affected members. Whether other 
affected relatives exist with subclini- 
cal disease or the mother’s condition 
represents a spontaneous mutation is 
impossible to say; it appears to be an 
autosomal dominant mode of inheri- 
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tance. 

The presence of severe varicosities 
in the lower extremities in the three 
aforementioned patients, with total 
sparing of the two other unaffected 
daughters, suggests a relationship 
between the cutaneous telangiectases 
and the varicosities. Edwards and 
O'Connor": have reported the associa- 
tion of varicose veins as an expression 
of congenital hemangioma, which 
adds some support to the possible rela- 
tionship. Alternatively, there have 
been reports of hereditary varicose 
veins with no associated vascular 
anomalies. Consequently, the clinical 
manifestations of cutaneous telan- 
giectases and varicose veins may be 
totally independent yet associated by 
their presence on closely linked 
genes. 

The relationship between the mi- 
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graine headache in patients 1 and 2 
and the varicose veins and cutaneous 


telangiectases is, at most, uncertain. ' 


The genetic nature of migraine is well 
recorded, but its association with 
other vascular phenomena is unusual. 

Clinieally, the presence of diffuse 
blue discoloration of the vermilion 
ridge of the lips, nipple areolae, and 
nail beds represents a unique mani- 
festation of a hereditary vascular 
anomaly. Despite the widespread na- 
ture of the telangiectasia and the 
association of varicosities and mi- 
graine, no serious sequelae, ie, hemor- 
rhage, stroke, or hypertension, have 
developed. It is hoped that physicians 
will add this entity to their differen- 
tial diagnosis of cyanosis in the 
neonate and adolescent. 
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Unilateral Blepharochalasis 


Lt Comdr Stewart A. Brazin, MC, USNR; Lt Comdr Lewis J. Stern, MC, USNR; Capt W. Taylor Johnson, MC, USN 


e True blepharochalasis occurring in 
young adults and associated with recur- 
rent bouts of eyelid swelling and eventual 
lid laxity is an uncommon entity. We 
report the case of an 18-year-old woman 
who had a nine-year history of unilateral 
blepharochalasis. A skin biopsy speci- 
men that showed the absence of stainable 
elastic tissue confirmed the clinical 
impression, and appropriate surgical cor- 
rection was carried out. 

(Arch Dermatol 115:479-481, 1979) 


r gest bilateral swelling of the 
eyelids in young adults is not 
uncommon. Infection, trauma, contact 
dermatitis, and angioneurotic edema 
have been suggested as the more 
frequent causes of eyelid edema. The 
cause of blepharochalasis, which is 
redundant eyelid tissue as a result of 
several years of recurrent edema, 
however, more often than not remains 
obscure. We report a case of a young 
woman with unilateral blepharochala- 
sis, which is an extremely rare entity, 
and we will comment on the clinical 
and histopathological aspects of this 
disease. 


REPORT OF A CASE 


The patient is an 18-year-old female high 
school student with a nine-year history of 
intermittent severe swelling of the left 
upper eyelid with minimal involvement of 
the left lower lid and no swelling of the 
right lids. This occurred three to four times 
per year with no known inciting agent, 
event, or circumstance ever implicated in a 
causal relationship. The patient has always 
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been in good health except for mild sinusi- 
tis that has been treated effectively with 
aspirin. The ptosis (Fig 1) caused the 
patient to be very self-conscious. She 
refused to have her picture taken socially 
or for her high school yearbook and wore 
dark glasses constantly. She has no known 
allergies and never had any evidence of 
urticaria, nor is there any family history of 
angioneurotic edema or swelling of the 
lids. The patient's mother demonstrates 
bilateral eyelid laxity consistent with the 
aging process. In several visits to the 
Ophthalmology Clinic and the Otolaryngol- 
ogy Clinic at the National Naval Medical 
Center, Bethesda, Md, she underwent edro- 
phonium chloride testing, a computerized 
axial tomography (CT) scan, skull and 
sinus series x-ray films, and ear, nose, and 
throat evaluation, all of which yielded 
normal or negative findings. On only one 
occasion was there any obvious lid swelling. 
Orbital angiography, which was to be 
performed to rule out a vascular anomaly 
within or near the orbit, was planned. 
However, following dermatological consul- 
tation and skin biopsy, that procedure was 
not deemed necessary. 

Physieal examination disclosed a young 
woman with ptosis of the left eyelid. Best 
corrected visual acuity was 20/20 in both 
eyes. There was no exophthalmos. Pupils 
were equal and reactive to light without 
afferent defects, and extraocular move- 
ments were full. Visual fields were full to 
confrontation. Lid fissures were 10 mm, 
right eye, and 7 mm, left eye. Levator 
function was 18 mm, right eye, and 15 mm, 
left eye. Frontalis muscle was used to keep 
the left upper lid up. That lid was deeper 
red compared with the right, with redun- 
dant horizontal rugae present and oblitera- 
tion of the lid fold. Excess tissue medially 
gave the impression of an epicanthic fold. 
Periorbital fat was not prominent. No 
tenderness or swelling was present. There 
was no evidence of a redundant upper lip. 

A biopsy of the skin of the left upper 
eyelid was performed using 1% lidocaine 
with epinephrine for anesthesia. Both 
Lawson’s and Movat’s pentachrome stains 
demonstrated a complete absence of stain- 
able elastic tissue. The following deter- 
minations were essentially normal: a 
complete blood cell count, platelet count, 
urinalysis, prothrombin time, partial 


thromboplastin time, and multichannel 
autoanalyzer studies that included deter- 
minations of total protein, albumin, cal- 
cium, phosphorus, cholesterol, BUN, uric 
acid, creatinine, total bilirubin, alkaline 
phosphatase, lactic dehydrogenase, and 
SGOT. A thyroxine value was 7.5 ug/dL 
(normal, 5 to 11 ug/dL) and evaluation of 
the patient's complement system showed 
normal findings: CH50, 90%; C4, 97,021 
units (normal, 70,000 to 190,000 units); C1 
esterase inhibitor antigenic level deter- 
mined by radial immunodiffusion, 19.6 
mg/dL (normal, 12 to 32 mg/dL); and Cl 
esterase functional inhibitor level, 24,576 
units (normal, 37,445 + 17,790 units). Al- 
lergy testing to aero and environmental 
allergens as well as molds and dusts 
disclosed no remarkable findings. 

A left blepharoplasty and levator tuck'* 
were performed under local anesthesia 
using a sensory block as described by 
Hildreth and Silver? Through a horizontal 
lid incision near the upper border of the 
tarsus, the lid tissues were dissected. The 
levator aponeurosis was identified and 
exposed superiorly. A tuck was taken using 
four sutures, and the lid level was adjusted 
appropriately by having the patient sit up 
during surgery. The excess skin was 
excised and the lid fold recreated. During 
the procedure, the orbicularis muscle 
appeared thin and attenuated as was the 
levator muscle and/or aponeurosis, espe- 
cially nasally. 

Postoperatively, edema and erythema 
persisted for several weeks, initially 
obscuring the operative results that were 
subsequently very satisfactory (Fig 2). 


HISTOPATHOLOGY 


Biopsy and operative sections of the 
skin of the left upper eyelid were 
histologically similar. With hematoxy- 
lin-eosin stain, the epidermis and peri- 
adnexal structures were normal (Fig 
3). There was mild dermal edema with 
increased capillary vascularity with 
dilation and prominent endothelial 
cells. A spotty, mild, perivascular infil- 
trate of lymphocytes was present (Fig 
4). Lawson’s and Movat’s penta- 
chrome I stains (Fig 5 and 6) as well as 
a Pinkus (acid orecein) stain demon- 
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strated a complete absence of stain- 
able elastic fibers in the dermis. A 
biopsy sample of skin from the right 
eyelid stained with hematoxylin-eosin 


was normal and Lawson's, Movat's, 
and Pinkus' (Fig 7) stains demon- 
strated elastic fibers in the dermis 
with small amounts of mucin. 





Fig 1.—Left unilateral blepharochalasis 
shows prominent ptosis, wrinkling, and 
discoloration of left upper eyelid preopera- 
tively. A coincidental bruise secondary to 
trauma is present in right malar area. 





Fig 3.—Skin of left upper eyelid (hematox- 
ylin-eosin, original magnification x 12.8). 


Fig 6.—Same field as in Fig 4 with no 
stainable elastic tissue (Movat's penta- 
chrome stain, original magnification 
x 32). 
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Fig 2.—Satisfactory postoperative results 
at ten weeks. 
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Fig 4.—Skin of left upper eyelid with 
increase in number and size of vessels 
(hematoxylin-eosin, original magnification 
x 32). 





Fig 7.—Skin of right upper eyelid with 
normal amount of elastic tissue (Pinkus 
stain, original magnification x 80). 


COMMENT 


Blepharochalasis is an uncommon - 


insidiously developing disease of the 
eyelids that occurs most often in 
young people around the time of 
puberty. One third of patients show 
evidence before age 10 years and one 
half between 11 and 20 years. ''»»-»» 
Recurrent painless swelling of the lids 
is transitory and usually lasts two to 
three days. Repeated attacks that 
may become somewhat more frequent 
are accompanied by thinning, stretch- 
ing, wrinkling, and increased pigmen- 
tation predominantly of the upper lids 
associated with relaxation of the 
subeutaneous tissues of the anterior 
orbit. Lid laxity, levator muscle 
stretching, lacrimal gland lowering, 
and partial herniation of the fat 
result, thereby giving the patient with 
bilateral involvement an appearance 
of fatigue. Some series have shown 
dominant inheritance with equal male 
to female distribution." Beard’ and 
Castafiares* called normal upper eye- 
lid skin with marked redundancy and 
having no antecedent edema "derma- 
tochalasis," and Paterson et al" called 
it "superior epiblepharon." 

Beers (1807) is credited with the 
earliest description of blepharochala- 
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Fig 5.—Same field as in Fig 4 with no 
stainable elastic tissue (Lawson's stain, 
original magnification x 32). 


Fig 8.—Control skin of upper eyelid in a 
patient having blepharochalasis with ag- 
ing. Note abundant elastic tissue (Movat's 
pentachrome stain, original magnification 
x 80). 
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Age, yr 
F/20 8 






F/25 







F/22 19 











Ginestous (1913)* 


Gaucher and 
Gougerot (1914)"° 













F/19 14 
M/21 Infancy 


Heckel (1921)'* 
Michail (1931)" 















Hadley (1940) M/15 


F/18 9 





Present case 


sis, and Fuchs (1896) with proposing 
the name.'^" Extensive reviews on 
blepharochalasis were done by Alvis? 
and Panneton,’ and only eight cases of 
unilateral blepharochalasis with ade- 
quate details could be gathered from 
the world's literature (Table). 

Thickening of the upper lip with a 
superfluous fold of mucosa giving the 
appearance of a double lip is asso- 
ciated with blepharochalasis at least 
10% of the time.*/»»5955».'* Progres- 
sive enlargement of the upper lip 
occurring with blepharochalasis is 
known as Ascher's syndrome. Because 
of the lack of elastic tissue, blepharo- 
chalasis may be considered a localized 
form of cutis laxa or circumscribed 
cutaneous elastolysis” closely related 
to the anetoderma group including 
Thirbierge-Jadassohn and Pellizari 
types. Goltz” has seen eyelid laxity in 
association with tracheobronchomega- 
ly, cutis laxa, and other forms of wide- 
spread heritable elastolysis as well as 
noting  blepharochalasis following 
chronic or recurrent dermatitis of the 
eyelids. Klauder" mentioned four 
types of blephrochalasis: (1) Fuchs— 
recurring attacks of edema with 
resulting laxity; (2) senile—occurring 
in a considerable percentage of per- 
sons past middle age; (3) hereditary— 
for patients with a family history of 
similar eyelid changes; and (4) unde- 
termined-for those in whom the 
aforementioned groups are not applic- 
able. 

In blepharoptosis the upper lid 
drops below its normal position and is 
smooth and unwrinkled as a result of 
levator muscle malfunction due to 
several diverse causes. Various types 
of ptosis have been described''""^ 
with congenital ptosis the most com- 
mon. 

Eyelid edema can occur from local 
or systemic causes." The localized 
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Began, 


Several years 
earlier 


Terson (1904) F/18 Infancy Left T 





Several years 
earlier 








Blepharo- 
chalasis 


Right 


Not men- 
tioned 


Attacks of bilateral 
edema, lichen planus 
on forearms and 
back 


Exophalmos OD x 1 


Marked amblyopia and 
hypermetropia, hy- 
perthyroidism 





Right 
Left 









Right 


Left 


causes can be grouped into infectious 
(bacterial: sty, chancre, chalazion, dac- 
rocystitis, dacryoadenitis, orbital cel- 
lulitis, intraocular infections, erysipe- 
las, anthrax; viral: cat-scratch disease, 
primary herpes simplex, herpes zos- 
ter, accidental vaccinia; and parasitic: 
myiasis, insect bites, onchocerciasis, 
filariasis, trichinosis); lymphedema; 
contact, irritant, or seborrheic derma- 
titis; | neurodermatitis; marginal 
blepharitis; orbital tumors; and vascu- 
lar malformations. Systemic processes 
associated with edema of the lids 
include angioneurotic edema, allergy, 
blepharochalasis, renal disease, car- 
diac failure, hyperthyroidism, hypo- 
thyroidism, hypoproteinemia, derma- 
tomyositis, anemia, leukemia, metas- 
tases, and idiopathic puffiness of the 
lids of middle-aged women. 

True blepharochalasis is an uncom- 
mon entity and unilateral blepharo- 
chalasis is extraordinarily rare. What 
has been termed blepharochalasis in 
older people is more compatible with 
the normal aging process since pain- 
less edema does not occur and 
complete destruction and/or absence 
of elastic tissue is usually not present 
(Fig 8). Blepharochalasis with aging 
may be a more appropriate term than 
baggy eyelids,” dermatochalasis,* or 
senile atrophy.” Consistent with re- 
ports in the literature, our patient had 
no identifiable cause in spite of exten- 
sive workup. 

Dermatologists should be aware of 
this entity so that extensive, costly, 
and potentially invasive procedures 
can be avoided, since the clinical diag- 
nosis can be confirmed by skin biopsy 
and histological examination with 
special stains. 

Surgical correction to eliminate 
redundant skin, elevate the lid, and 
recreate the lid fold is the proper way 
to manage this condition and to obtain 
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a cosmetically and functionally ac- 
ceptable result. 


Complement studies were performed in the 
Laboratory of Immunology of Michael M. Frank, 
MD, clinical director of the National Institute of 
Allergy and Infectious Diseases and chief of the 
Laboratory of Clinical Investigation, National 
Institutes of Health, Bethesda, Md. 
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rat, and rabbit, induced fetal abnormalities in the rat at doses substantially above the human therapeutic range. 
Clinical data in human beings are inadequate to establish safety in early pregnancy. Until such data are available, 
hydroxyzine is contraindicated in early pregnancy. 
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* and barbiturates. In conjunctive use, dosage for these drugs should be reduced. Because drowsiness may occur, 
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therapy or upon dosage reduction. Dryness of the mouth may occur with higher doses. Involuntary motor activity, 
including rare instances of tremor and convulsions, has been reported, usually with higher than recommended dosage 
Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochloride, 100’s and 500’s; Tablets, containing 
100 mg, 100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 
Before prescribing or administering, see package circular. 
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emotional overlay 


the cause can be obscure 


Factors precipitating allergic dermatoses with strong emotional overlay, 
which can range from allergens to anxiety, can be difficult to identify. 


successful treatment often includes 


- TABLETS: 10 mg, 25 mg, 50 mg, and 100 mg 


e rapid antianxiety action 
e demonstrated antihistaminic activity 
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INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


Should not be used when circulation is markedly 
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USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregnant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate 
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In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. In some patients 
with dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 
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Topical Antibiotics for Acne Vulgaris 


Current Usage 


Richard B. Stoughton, MD 


The following review by Dr Stoughton is 
being published as a current status 
communication. Topical antibiotics are 
widely used in the treatment of acne at this 
time. However, there is a relative sparsity 
of scientific information with regard to 
their use. We think that this article will be 
helpful in bringing the readers of the 
Archives up to date about current usage 
and impressions.—Ep. 


hirty years ago, oral antibiotics 

were introduced for acne vulgar- 
is. One can only wonder why it has 
taken 30 years to get around to 
seriously using them topically in the 
management of acne. Topical prepa- 
rations that contain tetracycline hy- 
drochloride and erythromycin have 
beeh available by prescription for 
more than 15 years; however, to my 
knowledge, these have never really 
been used or seriously studied in the 
management of acne vulgaris. The 
first experimental antibiotic prepara- 
tions to have been found useful in the 
topical management of acne vulgaris 
were erythromycin and tetracycline, 
which were in vehicles that were unre- 
lated to those previously available." 
It has been known for many years 
that topical tetracycline hydrochloride 
and germicidal agents will decrease 
the free fatty acids on the skin 
surface, as well as the number of 
Corynebacterium acnes that can be 
scraped off the surface.** However, 
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germicidal agents that have been 
widely advertised and tried rather 
extensively in the past have not 
proved to be of any significant value 
in acne vulgaris, with the possible 
exception of benzoyl peroxide. It 
should be pointed out that almost all 
studies of C acnes and free fatty acids 
in relationship to therapeutic agents 
in acne have derived from scrapings 
and wipings of the cutaneous surface. 
Perhaps this has been quite mislead- 
ing because the acne lesion generates 
itself deep in the follicle or in the open 
or closed comedo.* The effects of anti- 
biotics and germicides on organisms 
and fatty acids, deep within the folli- 
cle or comedones, have really been 
ignored by most investigators. Resh 
and I*'^ did study the quantitative 
aspects of C acnes within open come- 
dones in patients with acne vulgaris 
before and after treatment with topi- 
cal antibioties. We showed that topical 
clindamycin phosphate or hydrochlo- 
ride can completely eliminate C acnes 


from open comedones, whereas ery- - 


thromycin and tetracycline hydrochlo- 
ride seemed to have little effect. This 
suggested that clindamycin phosphate 
or hydrochloride topically might be 
more effective than the other antibi- 
otics in the management of acne 
vulgaris. Controlled, double-blind in- 
vestigations of the effect of topical 
antibioties in aene have been very 
sparse. Fulton and Pablo, using a 
very limited number of subjects, 
claimed that topical erythromycin was 
effective. Topical tetracycline hy- 
drochloride was studied in a large 
number of subjects and compared 
with oral tetracycline hydrochloride 
and a placebo. The results of this 
controlled study indicated that topical 


tetracycline hydrochloride was as 
good as oral tetracycline hydrochlo- 
ride and better than a placebo.’ Stud- 
ies with topical clindamycin hydro- 
chloride indicate that it is better than 
oral tetracycline. Although topical 
antibioties are used very widely today 
for acne, there is only one that is 
approved by the Food and Drug 
Administration; this preparation is 
topical tetracycline (Topicycline) hy- 
drochloride. 

Plewig and Schöpf” reported a few 
years ago on the anti-inflammatory 
effects of antimicrobial agents. They 
were able to show a considerable 
suppression of erythema and pustules, 
induced by potassium iodide, which 
was applied to human skin. This 
suppression was induced by the topi- 
cal application of demeclocycline or 
erythromycin. The same antibiotics, 
when given by mouth, were capable of 
suppressing the erythema and pustule 
formation that was induced by potas- 
sium iodide. It is of particular interest 
that penicillin G sodium was inactive 
in suppressing this inflammation. Ple- 
wig and Schópf's" work suggested 
that the effect of antibioties in acne 
may well be due to the peculiar 
suppressive effects they have on the 
inflammatory response. More recent- 
ly, Esterly et al? reported on the 
inhibition of leukocyte chemotaxis by 
certain antimicrobial agents. These 
were in vitro tests, but they showed 
that tetracycline hydrochloride, ery- 
thromycin, and clindamycin hydro- 
chloride were all quite capable of inhi- 
biting leukocyte chemotaxis, and that 
penicillin G sodium, dapsone, and 
sulfapyridine did not alter WBC 
motility. This is another piece of 
evidence that suggests that antimi- 
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Table 1.—Usage of 
Topical Antibiotics 






No. (96) 
of 538 
Respondents 










Antibiotic 
Clindamycin (Cleocin) 
hydrochloride or 


























phosphate 398 (74.0) 
Erythromycin 266 (49.4) 
Tetracycline hydrochlo- 

ride 41 (7.6) 
Lincomycin (Lincocin) 

hydrochloride 25 (4.6) 
Chloramphenicol 1 (< 1.0) 
Sulfacetamide 1(« 1.0) 
Minocycline (Vectrin) 

hydrochloride 1 (< 1.0) 
Gentamicin (Garamycin) 

sulfate 1 (« 1.0) 
Polymyxin B sulfate and 

bacitracin zinc 

(Polysporin) 1 (< 1.0) 
Polymyxin B sulfate, 

bacitracin zinc, neo- 

mycin sulfate, and hy- 

drocortisone (Corti- 

sporin) 1 (« 1.0) 


Polymyxin B sulfate, 
neomycin sulfate, and 
bacitracin zinc 
(Neosporin) 

Neomycin sulfate 


1 (< 1.0) 
2 (— 1.0) 





erobial agents may be working, at 
least in part, as anti-inflammatory 
agents. 

It has been known for many years 
that penicillin is very effective 
against C acnes in vitro, but that it 
has no significant effect on acne 
vulgaris when given for systemic 
effects. It has always been hard to 
explain why some antibiotics, such as 
tetracycline and erythromycin, have 
an obvious effect on acne vulgaris, 
and an antibiotic, such as penicillin, 
which is known to interfere with the 
in vitro growth of C acnes, has rela- 
tively little effect on the basic 
disease. 

It has also been suggested that anti- 
bioties may be acting against the 
lipase activity of staphylococci or C 
acnes in the control of the lesions of 
acne vulgaris. However, specific 
agents that inhibit lipase have been 
tried in acne and have been of no help 
in controlling the disease." 


DERMATOLOGIC SURVEY 


We recently conducted a wide 
survey of dermatologists throughout 


the United States, sending question- 


naires to 1,000 dermatologists. More 
than 50% of the dermatologists filled 
out the questionnaire and returned it. 
Seventy-four percent of the respon- 
dents reported that they were using 


clindamycin phosphate or hydrochlo- 


ride topically for the management of 
aene. The 538 respondent dermatolo- 
gists accounted for approximately 
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Response Clindamycin 


No help 16.0 


No. of patients for 
whom response was 
reported 









73,000 






73,000 patients who were treated by 
them in the past year with topical 
clindamycin for acne. The usage 
pattern is outlined in Table 1. There 
are some 4,000 dermatologists in the 
United States, so a simple extrapola- 
tion of this figure indicates that a 
minimum of 300,000 patients with 
acne were treated with clindamycin 
lotion in the past year. This would be a 
minimum number because we are 
assuming that those who did not 
respond were not using clindamycin 
topically for the treatment of acne. 
Erythromycin is still being widely 
used; 50% of the respondents stated 
that they use erythromycin topically 
for the management of acne. Thus, it 
is clear that many dermatologists are 
using both clindamycin and erythro- 
mycin topically for their patients. 
Tetracycline (Topicycline) hydrochlo- 
ride has been in a limited market in 
the United States; only 7% of derma- 
tologists in the country stated they 
were using tetracycline, and about 5% 
stated they were using topical linco- 
mycin hydrochloride. 

The questionnaire asked about the 
opinion of the dermatologists with 
regard to effectiveness of these anti- 
biotic preparations, and Table 2 lists 
the results of this tabulation. It is 
evident that, at least by clinical 
impression, the dermatologists were 
reasonably satisfied with all of the 
topical antibiotics they were using, 
and that the clindamycin-lincomycin 
group had a slight advantage over the 
others. More than half of the respon- 
dent dermatologists thought that top- 
ical clindamycin was equal to or better 
than oral tetracycline in the manage- 
ment of acne vulgaris (Table 3). Table 
4 lists the side effects that were noted 


Table 2.—Response to Topic 


Proportion of Patients With Response, % 


(On LA E ESTE 
Erythromycin 


Good or excellent 58.4 45.4 52.3 65.3 
Fair 25.6 32.0 24.9 21.4 


22.6 


20,400 


- ome z,e Tg = 


"e 


al Antibiotic Treatment 








Tetracycline Lincomycin 


22.8 13.3 


4,400 






Table 3.—Comparison of Topical Antibiotic With Oral Tetracycline 


No. (96) of Respondents 


by these dermatologists. One has to 
realize that these are the results of a 
questionnaire that may have many 
inaccuracies, but I think it does give a 
general estimate of the side effects 
that are being observed. To my knowl- 
edge, there is only one documented 
report of allergic contact dermatitis to 
clindamycin." 


PSEUDOMEMBRANOUS COLITIS 


Clindamycin hydrochloride has 
come to be associated with a rather 
severe entity known as pseudomem- 
branous colitis, which can occur as a 
result of oral treatment with clinda- 
mycin hydrochloride.^ Pseudomem- 
branous colitis also occurs with many 
other antibioties, including erythro- 
mycin, tetracycline, and penicillin.'* 
The origin of pseudomembranous coli- 
tis, induced by various antibioties, has 
been fairly clearly delineated and 
appears to be due to a toxin that is 
liberated by Clostridium difficile, 
which is able to grow in large numbers 


in the intestinal tract in some patients . 


who are receiving clindamycin or 
other antibioties."^* The condition 
can be easily controlled, as determined 
in experimental animals, by the 
administration of vancomycin hy- 
drochloride.? A few years ago, some 
109» of total prescription sales of clin- 
damycin were for oral use in treating 
acne vulgaris (Upjohn Company, oral 
communication, August 1978). In spite 
of this very widespread use of oral 
clindamycin hydrochloride for acne, 
only two cases of pseudomembranous 
colitis were reported in patients with 
acne who were receiving the drug by 
oral ingestion (Upjohn Company, oral 
communication, August 1978). 

When clindamycin was first used 
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Side Effect Clindamycin 





Irritation 
No. of patients with irrita- 

tion 2,948 

Estimated relative inci- 
dence 


Sensitization 
No. of patients with sensi- 
tization 301 


Estimated relative inci- 
dence 1/250 


Diarrhea of 2 or more days' duration 
No. of patients with diar- 
rhea 6 


Estimated relative inci- 
dence 


Staining of skin 
No. of patients with stain- 
ing 2 
Estimated relative inci- 

dence 


Vaginitis 

No. of patients with vagin- 
itis 
Estimated relative inci- 
dence 


Candidiasis 
No. of patients with can- 

didiasis 

Estimated relative inci- 
dence 

Gram-negative folliculitis 
No. of patients with Gram- 

negative folliculitis 103 

Estimated relative inci- 

dence 


1/20 










1/12,000 











1/36,000 
















1/600 


Table 4.—Side Effects Noted With Topical Antibiotic Treatment* 


Erythromycin 
















Antibiotic 





Tetracycline Lincomycin 














1,278 11 230 


1/15 










147 0 17 


1/150 













1/7,000 


























1/1,000 1/400 






*Approximate number of patients who used clindamycin was 73,000; erythromycin, 20,400; 


tetracycline, 400; and lincomycin, 4,400. 


topically for the management of acne 
vulgaris, the question was raised as to 
whether or not pseudomembranous 
colitis might occur in individuals who 
were so treated. Information obtained 
from our questionnaire, as well as 
other sources, would indicate that in 
the past three years a minimum of 
500,000 people have received topical 
clindamycin for the management of 
acne vulgaris, and, to my knowledge, 
there is not a single case reported of 
pseudomembranous colitis from the 
topical use of clindamycin. Thus, it 
would appear at this time, that pseu- 
domembranous colitis is not going to 
be a problem resulting from the topi- 
cal management of aene with clinda- 
mycin. There is still a question of 
whether or not simple diarrhea can be 
induced by topical clindamycin. This 
point seems to be unresolved, but the 
clinical experience so far would indi- 
cate that if it does occur, it is quite 
rare, reversible, and mild. To my 
knowledge, there are no controlled 
studies that would tell us whether or 
not the incidence of simple diarrhea is 
higher in individuals who are treated 
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with topical clindamycin, as compared 
with a control group. The Upjohn 
Company (oral communication, Au- 
gust 1978) has received five reports of 
patients from physicians who thought 
that the topical use of clindamycin had 
given rise to a simple diarrhea. The 
incidence of simple diarrhea is so high 
in the normal population that it would 
be extremely difficult to properly 
evaluate the few cases of simple diar- 
rhea that have been reported in indi- 
viduals who were using topical clinda- 
mycin. It is generally agreed that oral 
tetracycline can give rise to simple 
diarrhea as it is used in the manage- 
ment of acne. 

In vitro studies show that less than 
10% of topically applied clindamycin 
hydrochloride in a hydroalcoholic vehi- 
cle will penetrate human facial skin. 
These in vitro studies were done in our 
laboratory under conditions that were 
ideal for maximum penetration. It is 
estimated that the average patient 
with acne vulgaris uses 1 mL of 1% 
clindamycin lotion per day, which 
means that the average patient with 
acne is applying 20 mg of clindamycin 


to the skin surface and is probably not 
absorbing more than 10% or 2 mg/day 
into the systemic circulation. If one’ 
takes a tenfold increase in usage, 
which would mean that the individual 
would be applying it to most of the 
back and chest, as well as the face, one 
could assume a penetration of 20 mg/ 
day in such an individual. This would 
still be a tenth of the 200 mg/day of 
clindamycin (Cleocin) hydrochloride, 
which is, so far, the minimum dose 
observed to give pseudomembranous 
colitis in humans (Upjohn Company, 
oral communication, August 1978). 
Again, these data seem to fit reasona- 
bly well with the clinical observations 
of widespread use of topical clindamy- 
cin without any reported cases of 
pseudomembranous colitis. Algra et 
al tested their subjects for blood 
levels of clindamycin and were unable 
to detect any clindamycin in the blood 
after topical applicatin of clindamycin 
to subjects with acne. Studies that 
were completed by the Upjohn Com- 
pany indicate that clindamycin is not 
detectable in the blood in subjects who 
are treated with topical clindamycin, 
but they were able to find traces of 
clindamycin in the urine in subjects 
who were treated with topical clinda- 
mycin (Upjohn Company, oral commu- 
nication, August 1978). The above 
studies were based on levels of clinda- 
mycin, necessary to inhibit bacterial 
growth, which detect clindamycin at a 
minimum level of about 0.3 ug/mL. 

A recent review of systemic antibi- 
otics in the management of acne 
vulgaris has been published. The 
conclusion of this article was that 
systemic antibiotics are effective in 
the management of aene vulgaris with 
particular reference to tetracycline 
derivatives, erythromycin, and clinda- 
mycin hydrochloride. It was pointed 
out that a number of side effects, 
some of which could be serious, did 
impose some limitations on the oral 
use of these agents in acne vulgaris. 
Thus, topical antibiotic therapy might 
be useful because of fewer risks to the 
patient. 


VEHICLES FOR ANTIBIOTICS 


It is evident in talking to many 
dermatologists around the country 
and from our questionnaire that a i 
great variety of vehicles are being 
used for these topical antibiotics. The 
most popular vehicle is the hydroalco- 
holic solution that contains roughly 
equal parts of isopropyl alcohol and 
water. Propylene glycol is added by 
many of the dermatologists. The anti- 
biotic is usually used in a concentra- 
tion of 1%. The stability of these vari- 
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ous antibiotie preparations is not 
clearly defined. It is thought that 


‘many of the erythromycin prepara- 


tions have a very low order of stability 
and decompose within a matter of 
days or a few weeks. Topicycline, the 
only FDA-approved topical antibiotic 
for acne, has to be mixed by the 
patient or pharmacist when they 
obtain the prescription, and it has a 
limited duration of stability. Tests in 
our laboratory indicate that the 
hydroalcoholic solutions of clindamy- 
cin are quite stable and last for more 
than a year at room temperature. One 
example of a clindamycin preparation 
that we use and that maintains 90% of 
its activity during a period of a year at 
room temperature is as follows: four 
Cleocin capsules (150 mg each) equal- 
ing 600 mg; 48 mL of 70% isopropyl 
alcohol; 6 mL of water; and 6 mL of 
propylene glycol. The ingredients 
should all be mixed for five to ten 
minutes, and the supernatant fluid 
should be decanted, preferably 
through coarse filter paper. We sug- 
gest that the preparation be applied 
with the fingers twice each day in the 
morning after washing and in the 
evening before dinner. This prepara- 
tion does not need refrigeration. 

My colleagues and I have recently 
submitted for publieation a report 
that indicates that resistance of C 
acnes to clindamyein hydrochloride 
can be induced by stepwise selection 
in the laboratory." We also report 
that mutagenic reagents are capable 
of inducing highly resistant strains of 
C acnes that are unresponsive to clin- 
damycin hydrochloride or erythromy- 
cin. Our studies of patients with acne, 
who received either topical clindamy- 
ein hydrochloride or topical erythro- 
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mycin, have been able to show that 
open comedones extracted from these 
patients can contain C acnes orga- 
nisms that are resistant to clindamy- 
cin hydrochloride and erythromycin. 
About 20% to 25% of patients who 
were treated with topical clindamycin 
hydrochloride from two months to two 
years showed these resistant strains. 
They did not show resistant strains 
prior to topical therapy. If the resis- 
tant strains appeared in the erythro- 
mycin-treated patient, they were 
resistant to both erythromycin and 
clindamycin hydrochloride, or if the 
resistant strains appeared in the 
patient who was treated with topical 
clindamycin hydrochloride, the orga- 
nisms were resistant to both clinda- 
mycin hydrochloride and erythromy- 
cin. Thus, it would appear that induc- 
tion of resistance to one antibiotic 
automatically results in resistance to 
both of these macrolide antibiotics. 
Other than a brief reference to lack of 
induction of resistance in C acnes by 
antibiotics? to my knowledge, no 
definitive work has been done on 
resistant strains of C acnes that 
appear in patients who are treated 
with topical tetracycline or oral tetra- 
cycline; thus, one cannot make a state- 
ment at this time about resistant 
strains in individuals who are treated 
with tetracycline. Of course, it is 
common knowledge that many types 
of bacteria are capable of developing 
resistant strains to tetracycline. 

We have noted in a few of our 
patients, in whom resistant strains 
developed to clindamycin hydrochlo- 
ride, that when they were switched to 
tetracycline orally for two months the 
original wild strains of C acnes rees- 
tablished themselves, and these clin- 
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damycin-sensitive strains once again 
became predominant. At this time, we 
can’t say whether or not clinical 
relapse parallels antibiotic resistance, 
but a few of our observations suggest 
that there is a correlation. It would be 
our suggestion at this time that if 
patients who are treated with topical 
erythromycin or clindamycin report 
that their disease is no longer being 
controlled by the topical antibiotic, 
that they be switched to another form 
of therapy, such as benzoyl peroxide 
and/or oral or topical tetracycline. It 
would be interesting to know if topical 
tetracycline plus topical clindamycin 
would be additive in managing acne 
vulgaris. Obviously, there are many 
questions to be answered before we 
fully understand the clinical aspects of 
topical antibiotic therapy in acne. 
The general overlook of the situa- 
tion reveals that topical antibiotics 
are being widely used, that they are 
probably fairly effective, and that 
topical antibiotic therapy will proba- 
bly be a useful method for managing 
acne vulgaris for many years in the 
future. It certainly behooves us to 
develop serious investigations in the 
field of topical antibiotic therapy. 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 10096 dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn® (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide ) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 

' keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique: 
color imposed on photomicrograph, magnified 130X.) 
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LIDEX' (fluocinonide) 
Cream and Ointment 0.0596 


LIDEX-E (fluocinonide) 
Cream 0.05% 


TOPSYN' (fluocinonide) 


Gel 0.05% 


Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro- 
118, lóa, 17, 21-tetrahydroxypregna-1, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG"* cream, a cream base of stearyl alcohol, 
polyethylene glycol 6000, propylene glycol, 1, 2, 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum., propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. The active ingredient is 
totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. in a 
water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and purified water. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene glycol, propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene ) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 
nique is used, there will be increased systemic absorp- 
tion of the corticosteroid and suitable precautions 
should. be taken, particularly in children and infants. 


The safety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching. irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 


Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 


How Supplied 

LIDEX Cream 0.05% — 15g.. 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g.. 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g.. 30g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g.. 30g. and 60g. tubes 
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Short Reports usually concern a single case report. Text must be typewritten, 
double-spaced, with not more than six references, and should not exceed 600 words. If 
tables or figures are elements of the manuscript, please limit text length to 400 
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Sarcoidosis With Cutaneous Lesions 
Localized to the Dorsum of the Feet 


A Case Report 


Lt Richard J. Hilder, MC, USNR; Lt Stanley B. Benjamin, MC, USNR; 


Capt Russell H. Mitchell, MC, USN 


Distribution and symmetry are of- 

ten helpful in deciphering cuta- 
neous disease. Cutaneous sarcoidosis, 
which is often symmetrical, but 
seldom isolated to the feet, was found 
in a patient with pulmonary findings 
of this disease. 


Report of a Case 


A 32-year-old man was referred to the 
National Naval Medical Center in Decem- 
ber 1976 for evaluation of an abnormal 
chest x-ray film. There was a one-year 
history of nonproductive cough and a six- 
week history of dyspnea on exertion. His 
only previous medical problem involved a 
clironie cutaneous eruption limited to the 
dorsum of his feet since 1971. This had 
been diagnosed as a contact dermatitis to 
shoes, despite negative patch testing 
results, because of its location and symme- 
try. The problem had become resistant to 
various topical fluorinated steroids and to 
changing types of shoes. 

Positive physical findings were restrict- 
ed to the feet and showed bilaterally 
symmetrical areas of papules and plaques 
on the lateral dorsal aspects (Fig 1). On the 
right foot the area measured 5 x 5 cm, 
with the largest plaque being 1.5 cm in 
diameter. On the left foot the area 
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Medical Center, Jacksonville, Fla. 
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measured 5 x 4 cm, with the largest plaque 
being 1.0 em (Fig 2). 

Chest x-ray film demonstrated bilateral 
hilar adenopathy and diffuse reticulonodu- 
lar infiltrate. Pulmonary function test 
results demonstrated mild obstructive 
changes. Roentgenograms of the hands 
were normal. A transbronchial biopsy spec- 
imen revealed noncaseating granulomas. A 
biopsy specimen of one of the skin lesions 
of the right foot showed noncaseating 
granulomas (Fig 3). Special stains for orga- 
nisms were negative. Polarization for 
foreign bodies was negative. 

Because of abnormal pulmonary func- 
tion test results and exertional dyspnea, a 
regimen of 60 mg of prednisone daily was 
begun in December 1976. One month after 
the start of prednisone treatment, the skin 
lesions became macular, and in March 1978 
only hyperpigmentation remained. 


Comment 


Cutaneous lesions occur in about 
25% of cases of sarcoidosis. Papules, 
maculopapules, nodules (both cuta- 
neous and subcutaneous), plaques, 
lupus pernio, and sarcoidal granulo- 
mas in scars have been commonly 
described. Less commonly noted are 
erythrodermal, ichthyosiform, ulcer- 
ated, psoriasiform, and vesicular le- 
sions.’ This case, with chronic plaques 
and papules on a hyperpigmented 
base and without subcutaneous infil- 
tration, fits best into the plaque clas- 
sification. The most frequent distribu- 
tion of plaques is on the face,’ but the 
buttocks and limbs may also be 
involved. Cutaneous sarcoid on the 
dorsum of the feet is usually asso- 
ciated with skin lesions elsewhere.” 


"7. = a 4 - - 7 a - oe ae a 





Fig 1.—Note bilaterally symmetrical areas 
of papules and plaques on lateral dorsal 
aspects of feet. 





Fig 2.—On left foot, area measured 5 x 5 
cm, with largest plaque being 1.0 cm. 





Fig 3. EPERERA specimen cof skin nof of 
right foot, showing noncaseating granulo- 
mas (hematoxylin-eosin, original magnifi- 
cation x 40). 


The localized distribution on the feet 
in this case appears to be uncommon. 

In summary, a patient with sarcoid- 
osis showed cutaneous involvement 
limited to the dorsum of the feet. This 
unusual localization led to misdiagno- 
sis. A skin biopsy was a simple, valu- 
able adjunct in helping to make this 
diagnosis. 


The cost of color reproduction was paid for by 
Westwood Pharmaceuticals, Inc. 
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Rymoathettc Symmetric 
Punetate Leukonychia 


Three Cases 
Harry L. Arnold, Jr, MD 


The white spots that appear from 

time to time on most persons’ 
fingernails are among the most famil- 
iar of human blemishes, and among 
the most mysterious. They are com- 
mon. Singer in 1931' examined 76 men 
and 24 women for nail spots, and 
found them in 58% of the men and 75% 
of the women. Only 32 of the men and 
six of the women had none. Women 
had them on both hands almost twice 
as often as on only one; in men this 
proportion was reversed. 

Mitchell, in 1953, published a 
lengthy account of punctate leuk- 
onychia; He listed these popular 
names for the condition: gift spots, 
fortune spots, lies, sweethearts, hun- 
ger traces, and marble nails. Medical 
terms, aside from punctate leukony- 
chia, were canities unguium, albugo 
(more often meaning a white spot on 
the cornea), or anemic streaks. He 
attributed to Unna the classification 
of leukonychia punctata, striata, and 
totalis. 

Mitchell followed the course of 
white spots in his own nails with daily 
observations. In a year, he observed 
117 spots, 24 of which appeared in the 
nail distal to the lunula, and 61 of 
which disappeared before reaching 
the distal edge of the nail. None 
appeared on his toenails. One occurred 
after an episode of blunt trauma, 
three days following the injury. No 
other spots were noted in association 
with it. 

The oldest known name for these 
spots was not mentioned by Mitchell; 
no doubt it had become obsolete by 
1931, if not before. The Oxford 
English Dictionary gives as the 
eighth definition of the noun “gift,” 
“A white speck on the fingernails, 
supposed to portend a gift."* This use 
is dated to 1708, in The British Apollo: 
"What is the cause of the little white 
spots which sometimes grow under 
the nails of the fingers? And what is 
the reason they say they are gifts?" 

Nearly three centuries later, we are 
no better able to explain these spots 
than we were then. The suggestion of 
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Albright and Wheeler‘ that they are 
caused by “periodic minor trauma to 
the matrix” does not explain the spots 
that appear distal to the lunula, nor 
many others. It is hardly an improve- 
ment, even in plausibility, on the folk- 
loric suggestion that they are caused 
by telling lies. 

What do the spots consist of? They 
have been said to consist of either air 
trapped between lamellae of keratin, 
or parakeratosis'; Zaias? accepts the 
latter explanation. 


REPORT OF CASES 


Case 1.— A 47-year-old physician who had 
had numerous white spots on his finger- 
nails throughout his childhood and teen 
years, but hardly any since about age 30, 
bruised the distal phalanx of his right 
index finger severely in a car door in July 
1959. As the nail grew out, the subungual 
blood was largely obscured by a white 
chalky spot about 6 mm in diameter, which 
within a month had cleared the area of the 
lunula. At about this time, he noticed for 
the first time a solitary small white spot in 
exactly the corresponding area of the oppo- 
site index fingernail and in the nails of 
both adjacent third fingers as well (Fig 1). 
None of these nails had been traumatized 
in any way. He had not had a manicure in 
over a year. The spots did not change, but 
grew out with the nail until they reached 
the distal border and were clipped off. 

Case 2.—A 33-year-old physician, being 
shown pictures of the above lesions in 1969, 
expressed astonishment and then said that 
he had badly bruised his own left third 
finger some two or three months before, 
and had acquired a deep transverse groove 
as a result. He examined the nail as he 
spoke and then exclaimed in surprise, 
“Well, what do you know? There’s a white 
spot on the adjacent nail, and one on the 
same nail on the other hand, too!” (Fig 2). 

Case 3.—The same physician (case 1) 
again suffered a severe contusion in 1977, 
this time to the right third fingernail, 
which resulted in a roughly triangular 
white spot about 4 x 6 mm. When this spot 
had grown out to about the middle of the 
nail, a small white spot, about 1 x 2 mm, 
appeared in the corresponding area of the 
adjacent index fingernail (Fig 3). Both of 
these spots also persisted until they 
reached the free margin and were clipped 
off. 

Comment 


What anatomical correlate could 
provide the basis for a hypothesis 
about the pathogenesis of punctate 


leukonychia appearing in correspond- 


PLLC AES MER 2 


i . MK, Du fa J Eo » 


Fig {odes 1. PERRE TARR 
and large traumatic white spot in right 
index nail; small ‘sympathetic’ white 
spots in corresponding areas of left index 
nail and both third nails (arrows). 





Fig 2.—Case 2. Deep transverse groove 
across injured left fourth fingernail and 
“sympathetic” white spots at same dis- 
tance from lunula of nails of adjacent third 
finger and contralateral fourth finger 
(arrows). 





Fig 3.—Case 3. White spot in injured right 
third fingernail and small “sympathetic” 
white spot in corresponding position in 
adjacent index nail (arrow). 


ing areas of nails adjacent, and even 
contralateral, to an injured nail? Even 
if one discounts the conviction of 
these two physicians that there was no 
injury to these nails, it is difficult to 
believe that any injury could be so 
sharply focal as to produce even one 
minute spot, let alone two or three 
uniform spots on as many nails, and 
impossible to suppose that it could 
produce such spots on precisely the 
corresponding portions of just the 
adjacent nail and the two contralater- 
al ones. 

Clearly, nothing about the circula- 
tion of the nail bed could account for 
such symmetric, sharply localized le- 
sions all on its own. Sheer chance? 
Neither physician had had any white 
spots in any nails for some years prior 
to these curious episodes. 

The possibility that a neurologic 
mechanism, some sort of variant of 
the axon reflex, produced these spots 
is an attractive one, which would be 
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easy to accept if there were only some 
way that a nerve could be linked to 
such a lesion at all. The unproven 
hypothesis of antidromic impulses 
traveling outward over sensory nerves 
would be useful in constructing a 
pathogenetic mechanism for this phe- 
nomenon. But it must remain a myste- 
ry for now; not enough is yet known of 


Amelanotic Lentigo 


John M. Burket, MD 


It is usual for lentigo maligna to 

present a variegated pigmented 
macule in which the degree of colora- 
tion and configuration are continually 
changing.' I report a case in which an 
erythematous macule developed into 
an amelanotic melanoma. 


Report of a Case 


A 66-year-old woman was seen in 1977 
because of a ten-year history of an ery- 
thematous lesion on the left side of the 
neck. It enlarged over the years to cover a 
3 X 4-cm area. Two 0.75-cm nodules devel- 
oped in the center of the lesion one year 
prior to examination. 

Thirteen years prior to examination, the 
patient had a lesion excised from the same 
area of the neck; histologic examination 
showed a pigmented compound nevus. 

On examination, the area surrounding 
the nodules was macular, erythematous, 
and amelanotic with indistinct borders 
(Fig 1). A punch biopsy specimen was 
obtained from the anterior aspect of the 
macule, and shave biopsy was performed 
on the more superior nodules. 

The macular area showed atypical, pleo- 
morphic, vacuolated, nonpigmented melan- 
ocytes in the junctional zone; an underlying 
band-like lymphocytic infiltrate with ac- 
tinic elastosis was seen in the dermis. 

The nodule showed an amelanotic mela- 
noma invading to Clark level 4, with a 
1.65-mm maximum depth of invasion. One 
week later, the inferior nonbiopsied nodule 
had spontaneously regressed (Fig 2). The 
lesion was excised in continuity with a 
radical neck dissection. The nodes were 
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neurophysiology to complete the sto- 
ry. At any rate, a central origin for at 
least some white spots in the nails 
seems difficult to sidestep. 
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Maligna 


negative for tümor. 

Slides were then received from the orig- 
inal lesion. These also showed atypical 
melanocytes at the dermoepidermal junc- 
tion, extending down the outer pilar root 
sheath with considerable solar damage in 
the upper cutis (Fig 3). The changes were 
interpreted as lentigo maligna. 


Comment 


The surgeon’s note indicated that 
the original lesion had been pig- 
mented, and pigment could be seen in 
the slides obtained from that excision. 
Yet what must have been a recurrence 
of that lesion throughout its course to 
its eventual outcome 13 years later 
failed to show pigment on clinical or 
histologic examination. 

Were only clones of cells lacking the 
ability to produce pigment left follow- 
ing the original surgery? In support of 
this possibility is the concept of poly- 
clonism (Clark), which states that clus- 
ters of melanoma cells can have 
extremely different morphologic 
characteristics even in adjacent areas 
of the same tumor. One such feature is 
the presence or absence of pigmented 
melanosomes.?? 


Westwood Pharmaceuticals provided the color 
photographs. 
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Fig 1.—Erythematous macule on left side 
of neck contains two nodules. 
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Fig 2.—Lesion one week after biopsy 
showing spontaneous regression of inferi- 
or nodule. 





Fig 3.—Atypical melanocytes in- 
volving outer root sheath from 
original lesion 13 years prior to 
examination (hematoxylin-eosin, 
original magnification x 400). 
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Focal Acantholytic Dyskeratosis 


Pityriasis Rosea 


5 


Jon K. Stern, MD; John E. Wolf, Jr, MD; Theodore Rosen, MD 


Focal acantholytic dyskeratosis is an 
abnormal cutaneous histologic pat- 
tern characterized by suprabasilar 
clefts with corps ronds and/or grains. 
These changes are caused by dissocia- 
tion of intercellular bridges and aber- 
rant keratinization. Once thought to 
be specific for Darier’s disease, these 
histologic changes may be encoun- 
tered in a variety of skin diseases. We 
report a case of pityriasis rosea in 
which prominent acantholytic dysker- 
atosis was noted in biopsy material. 


Report of a Case 


The condition of a 39-year-old woman 
was evaluated by our consultation service 
for an eruption involving the trunk and 
upper and lower extremities; the face, 
palms, soles, and mucous membranes were 
spared. Individual lesions were succulent, 
red papules (8 mm to 2 cm) with fine 
superficial scaling. All lesions were clearly 
oriented along body folds and lines of 
cleavage (Fig 1). Mineral oil preparations 
for scabies and potassium hydroxide 
mounts for fungi were negative. 

Results of all laboratory tests were with- 
in normal limits. A skin biopsy specimen 
was obtained from the lower part of the 
abdomen; hematoxylin-eosin stained sec- 
tions revealed foci of suprabasilar acantho- 
lysis with dyskeratosis in the epidermis 
(Fig 2 and 3) and a perivascular, mononu- 
clear cell infiltrate in the papillary dermis. 
Direct immunofluorescence of lesional tis- 
sue was negative for both immunoglobu- 
lins (IgG,IgM) and complement (C3). 

The eruption evolved into a more typical 
example of pityriasis rosea, as individual 
lesions flattened and developed a peripher- 
al collarette of scale. A second skin biopsy 
demonstrated parakeratosis and mononu- 
clear cell exocytosis with spongiosis. Acan- 
tholytie dyskeratosis was absent. 

The patient's dermatosis continued to 
improve over the ensuing three-week peri- 
od, eventually resolving completely. No 
recurrence has occurred in eight months of 
follow-up. 


Comment 


Focal acantholytic dyskeratosis is 
the cardinal histopathologic feature of 





From the Department of Dermatology, Baylor 
College of Medicine, Houston. Dr Rosen is 
currently with the Department of Dermatology, 
University of Texas, Medical School, Houston. 

Reprints not available. 


_ Arch Dermatol—Vol 115, April 1979 


several dermatologic diseases: kerato- 
sis follicularis (Darier's disease), 
warty dyskeratoma, and transient 
acantholytic dermatosis (Grover's dis- 
ease). However, as noted by Acker- 
man, an identical picture can occasion- 
ally be encountered in a variety of 
additional disorders': basal cell epithe- 
lioma, dermatofibroma,; melanoma, 
chondrodermatitis nodularis helicis, 
and comedones. In such instances, it 
seems unlikely that acantholytie dys- 
keratosis plays a primary role in 
pathogenesis; rather, these histologic 
abnormalities probably represent sec- 
ondary changes of unknown cause. 

In the patient we describe, an erup- 
tion developed that evolved into clini- 
cally and histologically typical pityria- 
sis rosea. The unusual feature of this 
case is that tissue obtained from an 
early lesion of pityriasis rosea demon- 
strated focal acantholytic dyskerato- 
sis. To our knowledge, this histologic 
finding has not been described pre- 
viously.? 

The negative family history, multi- 
plieity of lesions, and complete spon- 
taneous resolution argue against a 
diagnosis of Darier's disease or warty 
dyskeratoma. Discrete papules or pa- 
pulovesicles typical of transient acan- 
tholytic dermatosis were not seen‘; 
moreover, the ultimate clinical ap- 
pearance of ovoid, salmon-colored 
macules with a peripheral collarette of 
scale also makes a diagnosis of tran- 
sient acantholytic dermatosis unlike- 
ly.? 
Focal acantholytic dyskeratosis 
may appear as an ostensibly inciden- 
tal histologic finding in pityriasis 
rosea. 
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Fig 1.—Widely scattered oval, erythema- 
tous papules following lines of cleavage. 





RT 





Fig 2.—Two foci of suprabasilar acantholy- 
sis. Note several dyskeratotic keratino- 
cytes (hematoxylin-eosin, original magnifi- 
cation x 40). 


Fig 3.—High-power view of Fig 2, showing 
extensive acantholysis and prominent dys- 
keratotic cells (arrow) (hematoxylin-eosin, 
original magnification x 200). . 
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Lymphomatoid Papulosis Occurring in 


a Renal Transplant Patient 


Daniel Beeaff, MD; Charles Zugerman, MD; 


Henry H. Roenigk, Jr, MD; Junji Hasegawa, MD 


prior to 1976, 60 cases were reported 

in which the clinical picture resem- 
bled pityriasis lichenoides et varioli- 
formis acuta or pityriasis lichenoides 
chronica, and the histological picture 
was suggestive of lymphoma.' In 1966, 
Verallo and Haserick? first reported 
the association of two cases of 
Mucha-Habermann's disease that had 
a histological picture suggesting lym- 
phoma cutis? The term “lymphoma- 
toid papulosis" was first used by 
Macaulay in 1968 to describe this 
paradox. More recently, three addi- 
tional cases have been reported asso- 
ciated with an erythroderma,; and 
parapsoriasis en plaque.‘ Lympho- 
matoid papulosis has been reported in 
association with amoebic dysentery, 
Hashimoto’s thyroiditis, subacute glo- 
merulonephritis, pulmonary tubercu- 
losis, hypothyroidism, pernicious ane- 
mia, iron deficiency anemia and rheu- 
matoid arthritis, recurrent tonsillitis, 
and rheumatoid arthritis. We report 
the first known case of lymphomatoid 
papulosis in an immune-suppressed 
renal transplant recipient. 


Report of a Case 


A 51-year-old man was seen in January 
1971, and the diagnosis of renal failure 
secondary to idiopathic chronic glomerulo- 
nephritis was made. The patient received a 
cadaver renal transplant in June 1975 and 
subsequently received 70 mg of prednisone 
and 75 mg of azathioprine (Imuran) per 
day. 

Six months following the transplant, 
cyclic asymptomatic crops of scaly papules 
developed over his trunk and extremities. 
Because of the persistence and recurrence 
of the eruption, the patient came to our 
dermatology clinic in July 1976. At that 
time, the patient had only a few, small, 
slightly erythematous, sealy papules over 
his trunk. A biopsy specimen showed a 
perivascular infiltrate of numerous atypi- 
eal mononuclear cells consistent with the 
diagnosis of lymphomatoid papulosis. The 
patient failed to return to our clinic and 
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was temporarily unavailable for follow- 
up. 

In September 1977, the patient came to 
another hospital with a two-week history 
of a furuncle on his right hand and a 
13.5-kg weight loss. Papular lesions were 
present and a repeat biopsy specimen 
showed an atypical cellular infiltrate, 
suggesting a malignant lymphoma. New 
papular lesions were seen around the biop- 
sy site. Staphylococcus aureus organisms 
were cultured from the furuncle and the 
patient was treated with cephalexin mono- 
hydrate (Kelflex). Laboratory results were 
unremarkable, except for urinalysis, which 
showed 3-- proteinuria with one to three 
WBCs per high-power field. No evidence of 
internal malignancy was found, and the 
patient was discharged, receiving therapy 
with prednisone, 25 mg every other day, 
and azathioprine, 125 mg per day. 

Before any further workup could be 
done, the patient died of a myocardial 
infarct. During postmortem examination, 
the paraffin block from his original skin 
biopsy specimen was reprocessed for the 
electron microscope, revealing the presence 
of mononuclear cells with convoluted nuclei 
suggestive of Sézary cells. Autopsy showed 
severe atherosclerotic disease. There was 
no evidence of internal malignancy. 


Comment 


Lymphomatoid papulosis, as de- 
fined by Macaulay in 1968, refers to a 
clinical condition that is characterized 
by lichenoid erythematous to brown- 
ish lichenoid papules with a mica- 
scaled surface occurring on the ex- 
tremities and trunk, and developing in 
crops during a course of three to four 
weeks. The eruption may also appear 
as cyclic, edematous papules becoming 
vesicular and ulcerating, forming a 
central reddish-brown crust and even- 
tually leaving a scar. Histologically, 
two variations can be seen. In one, 
there is a perivascular mononuclear 
infiltrate of primarily lymphocytes at 
all levels of the dermis without 
evidence of a vasculitis or involvement 
of the dermoepidermal junction, 
while in the second, there is, in addi- 
tion to the perivascular mononuclear 
infiltrate, extravasated RBCs, intra- 
epidermal edema, and epidermal ne- 
crosis with obscuration of the der- 
moepidermal junction. In both, there 
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are varying degrees of atypical large 
cells with hyperchromatic, bizarrely 
shaped nuclei with mitotic figures. 
These cells have been studied by elec- 
tron microscopy and found to have 
intracytoplasmic microtubular parti- 
cles suggestive of paramyxovirus par- 
ticles and more recently were found 
to have morphologic features similar 
to Sézary cells, with highly convoluted 
cerebriform nuclei: These large ab- 
normally appearing cells have been 
shown to have elevated DNA content,’ 
and also have been shown to be T cells 
by E-rosette formation.’ We believe 
that our patient’s course was consis- 
tent with the less acute presentation 
referred to in previous reviews as 
pityriasis lichenoides chronica, and 
with a histologic picture of lymphoma- 
toid papulosis. Crops of abnormal cells 
with a malignant potential developing 
in a patient who has a depressed 
immune surveillance system and an 
already greatly increased risk for 
developing a malignancy, particularly 
a lymphoma,’ is thought to be an 
interesting association. 
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Blisters of the Skin in Coma 
Induced by Amitriptyline and 
Clorazepate Dipotassium 





Report of a Case With Underlying 


kin blisters with underlying sweat 
gland necrosis have been reported 
in cases of poisoning due to barbitu- 
rates, methadone, diazepam, and car- 
bon monoxide.’ We describe a pa- 
tient in whom similar lesions devel- 
oped after ingesting toxic amounts of 
amitriptyline hydrochloride and clora- 
zepate dipotassium. 


Report of a Case 


A 23-year-old woman was in a comatose 
condition when admitted to the hospital. 
Blisters on erythematous bases were pres- 
ent on her right knee and on the medial 
and dorsal aspects of her left foot. They 
were 6 cm, 3 cm, and 2 cm in diameter, 
respectively, Histologic sections of a skin 
biopsy specimen from a blister margin on 
the left foot demonstrated an intraepider- 
mal vesicle (Fig 1) with underlying sweat 
gland necrosis (Fig 2) The urinary 
amitriptyline level was 11.4 mg/dL (when 
blood levels of amitriptyline are in the 
therapeutic range, the urine concentration 
is usually 7 mg/dL). (Because blood levels 
of amitriptyline obtained after its oral 
administration are too low to measure reli- 
ably, urinary levels, which ean be more 
accurately determined, are followed.) The 
serum clorazepate dipotassium level was 
8.9 mg/dL (less than 8 mg/dL is considered 
to be within the therapeutic range). (Since 
it is only possible to identify urinary 
benzodiazepine metabolites and not the 
benzodiazepine compounds themselves, se- 
rum levels were determined.*) Her neuro- 
logic status returned to normal within two 
days. With no specific treatment, her skin 
lesions spontaneously healed during a peri- 
od of five days. 


Comment 


We report a case in which either 
amitriptyline or clorazepate dipotas- 
sium, or the combination, are impli- 
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Sweat Gland Necrosis 


David Herschthal, MD, Morton J. Robinson, MD 
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Fig 1.—Suprabasal intraepidermal vesicle 
containing RBCs, acantholytic cells, and 
rare polymorphonuclear leukocyte (hema- 
toxylin-eosin, original ^ magnification 
x 250). 


Fig 2.—Sweat gland necrosis with poly- 
morphonuclear  leukocytic infiltration 


(hematoxylin-eosin, original magnification 
x 250). 





cated as a cause of skin blisters and 
sweat gland necrosis. The mechanism 
by which such blisters are produced is 
unknown. Similar blisters of the skin 
have not been described in comatose 
patients unrelated to drug overdose, 
so that the comatose state per se is not 
likely to be responsible for blister 
formation. 

Friction probably plays no role in 
blister formation in comatose patients 
since friction blisters differ histologi- 
cally from those described in this and 
similar cases. Friction blisters result 
from separation of epidermal cells in 
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the granular and Malpighian layers 
and not at the dermoepidermal inter- 
face, as occurs in patients with drug- 
induced coma. 

Pressure may be a factor, since the 
blisters often are located in pressure- 
related areas. However, there is little 
evidence that pressure played a sub- 
stantial role in blister formation in 
our patient. 

Blisters with underlying sweat 
gland necrosis are not known to occur 
in patients taking clorazepate dipotas- 
sium or amitriptyline in therapeutic 
doses. Therefore, the drugs by them- 
selves do not appear to precipitate 
blister formation. 

Thus, it remains unclear whether 
blisters in patients with drug over- 
dose-induced coma are due to mechan- 
ical factors, some aspect of the coma- 
tose state, a drug effect, or a combina- 
tion of these factors. 


Nonproprietary Names and | 
Trademarks of Drugs 


Amitriptyline hydrochloride— Elavil. 
Clorazepate dipotassium— T'ranzene. 
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Periactin 


* (Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 ma 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 


. vascular disease, or hypertension. 


Drug Interactions: MAO inhibitors prolong 


. and intensify the anticholinergic effects of 


antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 


.occur-fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 


lytic anemia, leukopenia, agranulocytosis, 


thrombocytopenia. 

Management of Overdosage: Keactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or 2 iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCl 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO5 (DC 6589610) 





MSD For more detailed information, 

MARS consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 


























How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
leasant-tasting, syrupy liquid. 
or older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- ^ containing 4 mg 
dine HCl in each of cyprohepta: 
5-ml teaspoonful dine HCl each 
(with alcohol 5%) 










Recommended Dosage 

Children—2 to 6 years 

Pise Piece 
osage aily dosage 

l teaspoonful 6 teaspoonfuls 

or 1/2 tablet, or 3 tablets 


b.i.d. or t.i.d. 


Children— 7 to 14 years 
Usual Maximum 












dosage daily dosage 
2 teaspoonfuls 8 teaspoonfuls 
or 1 tablet, b.i.d. or 4 tablets 


or t.i.d. 


Adults Maximum 
Usual daily dosage 
dosage 0.23 mg per lb 
2teaspoonfuls per day 

or 1 tablet, tid. or 0.5 mg per 


kilo per day 











Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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If it's scabies that's making them itch 
There is only one scabicide which 


Is both miticidic 
And antipruritic 
It's Eurax, not lindane, so switch! 
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Eurax® 
— brand of crotamiton NF 


. Antipruritic 


A Scabicide 
Cream 





 Prescribing Information 


. Description Eurax, brand of crotamiton, provides 
.. 10% of the synthetic, N-ethyl-o-crotonotoluide, in a 
. vanishing-cream base containing: glyceryl mono- 
. Stearate, lanolin, polyethylene glycol 540 blend, 
glycerin, polysorbate 80, methylparaben and pro- 
pylparaben, perfume, oxyquinoline sulfate, liquid 

. petrolatum and white wax. 
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_ Actions Eurax, brand of crotamiton, has scabicidal 
and antipruritic actions. The mechanisms of these 
actions are not known. 
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Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications Eurax, brand of crotamiton, 
should not be administered to patients who are al- 
lergic to it or who manifest a primary irritation re- 
sponse. 


Warnings and Precautions Eurax, brand of cro- 
tamiton, should not be applied to acutely inflamed 
skin, raw, weeping surfaces, or in the eyes or 
mouth. Its use should be deferred until acute in- 
flammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Eurax’ 


crotamiton NF 


Dosage and Administration /n Scabies: Thor- ; 
oughly massage into the skin of the whole body P: 
from the chin down, paying particular attention to 

all folds and creases. A second application is ad- 
visable 24 hours later. Clothing and bed linen 

should be changed the next morning. A cleansing 
bath should be taken 48 hours after the last appli- 
cation. $ 


In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 


How Supplied Eurax, brand of crotamiton, cream: 
60-Gm. tubes. 665462 (Rev. 2/78) C78-6 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation f 
Ardsley, New York 10502 À 
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henever 
spidermabrasion 


şs needed... 


any skin conditions can benefit from 
spidermabrasion —the controlled 
emoval of the stratum disjunctum 
and other keratin excrescences of 
he stratum corneum. BUF-PUF offers 
3 pleasant, easy-to-use method for 
batients to achieve thorough cleans- 
ng and smoother, healthier skin 
rom head to toe. 


Acne 
E BUF-PUF loosens comedones while it 
cleans and helps remove excess oil. 


Psoriasis 

Used wet or dry, BUF-PUF debrides scales 
from psoriatic lesions without manifesting 
a Koebner reaction. 


Hyperkeratosis 

Rapid, often dramatic results 
can be seen when BUF-PUF is 
used to remove the upper layers 
of toughened or scaly skin. 


Keratosis pilaris 

BUF-PUF is particularly helpful here 
because its abrasive action 
concentrates on the elevated 
areas of the skin surface. 


Tinea versicolor 
The gently abrasive 
action of BUF-PUF helps 

remove the scales, 
allowing better pene- 
tration of topical 
therapeutic agents. 


Nonmedicated Cleansing Sponge 


SUBSIDIARY or 


Riker Laboratories, Inc. Eur 


NORTHRIOGE, CALIFORNIA 91324 
© 1978, Riker Laboratories, inc 
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=: In4of every 5 patients tested:" 


. The one-course 
antifungal. 





Four of every five patients on MicaTin 
needed only one course of therapy to 
clear their infections and keep them clear, 
in well-controlled, double-blind clinical 
trials of over 200 patients. * 


MicaTin provided mycological clearance 
(KOH and culture) in 83% and clinical 
clearance or improvement in over 90% of 
patients treated for tinea pedis, t tinea Cor 
poris, t tinea cruris, candidiasis, and tinea 
versicolor. 


When those patients who were suc- 
cessfully treated and available for follow- 
up were given a post-treatment evalua- 
tion 2 to 4 weeks later, 9296 of them were 
found to be still clinically and mycologi- 
cally clear of their infection. 


Even in the toughest cases, in the 
toughest climate. 

The results of a double-blind, controlled 
study ' of 100 patients with t. pedis 


Mi CC I 


miconazole 
nitrate 2% 





BY PRESCRIPTION ONLY 


conducted in the tropics reported the 
following: 

After a month of therapy, 9096 of the 
patients were found to be clinically and 
mycologically clear. One month of 
post-treatment follow-up showed that 
9396 of these patients maintained a good 
clinical and mycological response. This 
study confirms the promise of MicaTin as 
the one-course antifungal. 


With these important clinical and 
patient benefits. 

SYMPTOMATIC RELIEF IS FAST —usually 
within 72 hours. 


SIDE EFFECTS RARELY OCCUR —see full 


prescribing information for complete list of 


side effects and contraindications. 


ECONOMICAL FOR TWO REASONS — 
economically priced, and, in most cases, 
one course of therapy clears the infec- 
tion...and it stays clear. 


So effective 

the first time around, 
its seldom needed 

a second. 


Before prescribing, please consult 
complete product information, a 
summary of which follows: 
Indications: For topical application in 
the treatment of tinea pedis (athletes 
foot]. tinea cruris, and tinea corporis 
caused by Trichophyton rubrum 








Epidermophyton floccosum, in the 
treatment of cutaneous candidiasis 
(moniliasis], and in the treatment of 
tinea versicolor. 

Contraindications: MicaTin has no 
known contraindications 
Precautions: If a reaction suggesting 
sensitivity or chemical irritation should 
occur, use of the medication should 
be discontinued. 

For external use only. Avoid 
introduction of MicaTin brand 
miconazole nitrate cream 2% and 
lotion 2% into the eyes. : 
Adverse Reactions: There nave been 
isolated reports of irritation, burning, 
and maceration associated with 
application of MicaTin. 

How Supplied: MicaTin brand cream 
296 containing miconazole nitrate at 
2% strength is supplied in 3 oz., 1 oz. 
and 15 g. tubes. MicaTin brand lotion 
2% containing miconazole nitrate at 
296 w/w strength is supplied in 
polyethylene squeeze bottles in 
quantities of 12 and 30 ml 

*Data on file, Johnson & Johnson. 

T. corporis, t. cruris, and candidiasis 
should be treated B.I.D. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis B.I.D. for one month. 


tWhen infecting organisms are 


mentagrophytes and Epidermo- 
phyton floccosum. 


Reference: |. Ortiz, L.G. and Papa, 
C.M.: Clin. Therap. 1 (No. 6) : 444, 1978. 


AN ETHICAL SPECIFIC FROM THE 
DERMATOLOGICAL DIVISION OF 
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The controlled cleanser shown 
superior both to soap and water 
and to insoluble abradant 


Shown superior in electron 
microscope studies B á ” 











Before 


Cheek before treatment 
with Komex cleanser 


After 


Cheek after 60-second 
Komex treatment 
Marked smoothing of 
stratum corneum (A); , 
near complete removal $ 
of desquamating 
epithelial tissue (B); hair 
follicle well cleansed with į 
core loosened (C); facial 
hair artifact (D). 








With excellent patient acceptance 

























































































In a five month study of 60 subjects with oily skin Komex effectively cleansed the skin, A 
removed oils, and left skin smooth and soft in 9296 of the patients.’ 
| CLEANSED SKIN EFFECTIVELY # 9296 | 
EUER OILS WR 92% 
SOFTENED AND SMOOTHED SKIN 92% | 
| NO IRRITATION 76% 
CLEANSING PARTICLES EXCELLENT 69% 
Sere ere eee 
| “FEEL” OF DISSOLVING PARTICLES EXCELLENT 67% 
0 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% — 
‘Sibley MJ, Browen RK, Kitzmiller KW: Abradant Cleansing Aids for Acne Vulgaris, Cutis 14: 269, 1974. . 
Ael epe contact with eyes, do not use on inflamed skin. If skin irritation develops, pati siti "A Id discontin e and consult physician. Not to . 
be used on infants and children under three years of age. ©1979 Barnes-Hind Pharmaceutica ., Sunnyvale, Califor nia 94086 


'BARNES-HIND 


ene t CY FWIIENDPTCES mE» 
EENET PEE A METUS usd 


Je 


Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. They 
must be typewritten, double-spaced, with not more than five references and two 
figures in duplicate; they should not exceed 500 words in length. Three copies of all 
letters are required and they are subject to editing. Letters are not acknowledged. 
For other details, including copyright procedure, see "Instructions for Authors." 


Necrotizing Fasciitis 


To the Editor.-l read with interest 
the article on “Necrotizing Fasciitis” 
(ARCHIVES 114:581-583, 1978) by Ge- 
rard G. Koehn, MD. I cannot, however, 
agree with the statement that “ery- 
sipelas, as opposed to necrotizing 
fasciitis, lacks bullae and central 
necrosis.” It has long been recognized, 
and it is so recorded in practically 
every standard text of dermatology, 
that severe forms of erysipelas do 
become bullous and central necrosis 
may develop. This is so stated in the 
classical textbook by Ormsby and 
Montgomery: and the most recent 
editions of Dermatology by Moschella 
and coauthors,’ or the encyclopedic 
work of Demis et al? In the Spanish 
textbook by Professor Jose G. Prieto* 
several clinical forms are described, 
including a gangrenous erysipelas and 
a bullous form. 

It seems important to me to call this 
to the readers’ attention since this is 
the main point of clinical differentia- 
tion, as proposed by Dr Koehn, 
between the two entities. Those who 
are not aware that erysipelas can be 
bullous and necrotic might then enter- 
tain surgical procedures that may be 
extensive and, in many cases, unnec- 
essary. 

May I point out that during the 
years I have seen several cases of 
bullous and gangrenous erysipelas 
that, with proper treatment with anti- 
biotics and conservative local mea- 
sures, have responded uneventfully. 
None of these patients were thought 
to have necrotizing fasciitis, and no 
mortality or severe disease resulted 
from their illness. 

Hector J. GALLEGO, MD 
Grand Forks, ND 


1. Ormsby OS, Montgomery H: Diseases of the 
Skin, ed 8. Philadelphia, Lea & Febiger Publish- 
ers, 1954, p 391. 

2. Moschella SL, Pillsbury DM, Hurley HJ: 
Dermatology. Philadelphia, WB Saunders Co, 
1975, pp 897, 899. 

3. Demis DJ, Dobson RL, MeGuire J: Clinical 
Dermatology. New York, Harper & Row Publish- 
ers Inc, 1977, vol 3, unit 16-16, p 1. 

4. Prieto JG: Dermatologia. Barcelona, Edito- 


. rial Cientifico-Medica, 1971, pp 280-281. 


In Reply.—I appreciate Dr Gallego 
pointing out a very difficult area in 
the differential diagnosis of necrotiz- 
ing fasciitis. The text of my article 
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might have read  "erysipelas, as 
opposed to necrotizing fasciitis, usual- 
ly lacks bullae and necrosis.” 

Interestingly, a synonym for necro- 
tizing fasciitis in the older literature 
is “gangrenous erysipelas.” Several 
standard textbooks admittedly do 
state that occasionally bullae and 
rarely necrosis are seen in erysipelas. 
Bullae and necrosis, however, in an 
erysipelas-like lesion, greatly increase 
the likelihood of necrotizing fasciitis. 
Because these two conditions are so 
similar, the clinician is obligated to 
distinguish between the two with a 
biopsy. As cited in my article, a biopsy 
in necrotizing fasciitis, whether inci- 
sional or excisional, will establish the 
diagnosis by exposing an undermined, 
necrotic fascia, as well as a greasy, 
serosanguineous exudate. 

I agree with Dr Gallego that 
because of the more serious prognosis 
of necrotizing fasciitis, the distinction 
between the two diseases is of critical 
importance. I would be interested in 
the clinical criteria he uses to distin- 
guish between these two very similar 
entities. In my mind, the potential for 
damage is greater in underdiagnosis 
than in overdiagnosis. Short of a biop- 
sy, I believe that it is impossible to 
differentiate necrotizing fasciitis 
from erysipelas with gangrene. 

GERARD G. KOEHN, MD 
Pueblo, Colo 


Zinc Deficiency, Pellagra, or Both? 


To the  Editor.-In their article 
“Acrodermatitis and Acquired Zinc 
Deficiency” (Arch Dermatol 114:937- 
939, 1978), Drs Ecker and Schroeter 
report the cutaneous and CNS find- 
ings of an anorexic woman with a 
long-standing history of alcoholism. 
Specifically, the patient showed a re- 
ticulated, crusting, maculopapular 
rash on the distal aspects of the upper 
and lower extremities, thighs, chest, 
and shoulders. The oral mucosae were 
atrophic. Serum zine concentration 
was below normal and the alkaline 
phosphatase level was 434 units/L 
(normal, 21 to 91 units/L). A skin 
biopsy specimen showed chronic der- 
matitis. The patient responded 
promptly to multivitamin and zine 
sulfate therapy. 

On the surface, this description 


appears to be a clear-cut case of the 
recently popularized zine deficiency 
syndrome with typical cutaneous, 
CNS, and gastrointestinal manifesta- 
tions that respond, often dramatically, 
to zinc therapy. However, in addition 
to an acral distribution, one finds the 
eruption in this syndrome more char- 
acteristically periorally, paranasally, 
periocularly, and perigenitally—not a 
feature in this patient. Also, in zinc 
deficiency syndrome, the alkaline 
phosphatase level is often well below 
normal, as this enzyme is a zinc metal- 
loenzyme.' However, this patient had 
a remarkably elevated alkaline phos- 
phatase level, possibly the result of 
aleoholie liver disease. Because this 
patient responded promptly to zinc 
and multivitamins, the question 
arises if this patient suffered from 
the early stages of pellagra. Pellagra 
is characterized by dermatitis, mostly 
in sun-exposed areas; dementia, as 
described in the patient under discus- 
sion; and diarrhea, not mentioned by 
the authors. The histologic findings 
are identical to those for pellagra and 
the response to treatment with mul- 
tivitamins can be as dramatic as was 
described in this patient. 
Unfortunately, we will never know 
for certain if this patient suffered 
from zine deficiency syndrome, pella- 
gra, or, as is likely, a combination of 
both diseases. Had the patient been 
treated with zinc exclusively and 
responded promptly, the diagnosis of 
zine deficiency syndrome would have 
been supported. But the institution of 
a multivitamin regimen four days 
before systemic zinc therapy, with 
continued multivitamin intake and 
rapid clearing of the more proximally 
located dermatitis, weakens the diag- 
nosis of zinc deficiency syndrome. 
D. KLAUS GOETTE, MD 
San Francisco 


1. Van Vloten WA, Bos LP: Skin lesions in 
acquired zinc deficiency due to parenteral nutri- 
tion. Dermatologica 156:175-183, 1978. 


In Reply.—The thought that our case 
could as well represent the uncommon 
but well-studied nicotinamide defi- 
ciency state is provocative and indi- 
cates the difficulty in proving any one 
clinical diagnosis to the exclusion of 
others—in this case, the diagnosis of 
pellagra to the exclusion of zinc defi- 
ciency, and vice versa. 

When the pellagra rash appears 
with the classic long-standing dirty- 
brown, rough, scaly appearance with 
associated diarrhea and dementia, a 
clinical diagnosis can frequently be 
made. With decreased renal excretion 
of N-methyl nicotinamide and 6-pyri- 
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done derivative, the measurement of 
which was considered but not done in 
this case, the diagnosis is confirmed. 
With resolution of symptoms after a 
trial of nicotinic acid supplement, 
which produced no change in this 
patient, the proof is complete. 

Due to the lack of diarrhea, a rash 
that was not suggestive of pellagra, 
and absent response to multivitamins 
on admission, the zine therapy was 
attempted. This resulted in marked 
clearing of CNS, oral, and skin symp- 
toms during the next three to four 
days. 

Regarding the recently published 
report of decreased alkaline phospha- 
tase as a marker for zinc deficiency in 
patients receiving parenteral nutri- 
tion,' we believe this would not apply 
in this case. It is our understanding 
that the decreased alkaline phospha- 
tase is produced by the reversal of the 
catabolic state of the malnourished 
patients and return to anabolism. This 
apparently results in a more pro- 
nounced zinc deficiency, which is 
precipitated by the greater demand 
for the element. Alkaline phosphatase 
production, being heavily dependent 
on adequate zinc stores, is then 
decreased well below normal. As our 
patient did not return to an anabolic 
state until zine was administered oral- 
ly, the experience of Van Vloten and 
Bos: would not seem applicable here. 

RicHARD I. ECKER, MD 
ARNOLD L. ScHROETER, MD 
Rochester, Minn 


1. Van Vloten WA, Bos LP: Skin lesions in 
acquired zinc deficiency due to parenteral nutri- 
tion. Dermatologica 156:175-183, 1978. 


Tartrazine Compounds 


To the Editor.—It has been reported in 
the literature that asthma, urticaria, 
angioedema, and some cases of aller- 
gie vascular purpura could be ex- 
plained on the basis of tartrazine 
sensitivity.'? 

Tartrazine (hydrazine yellow) was 
introduced into the market for com- 
mercial use around 1950 (Fig 1). In 
analyzing its chemistry we find as 
intermediary compounds the presence 
of p-sulfophenylhydrazine and sulfa- 
nilie acid (Fig 2 and 3). Note the 
similarity of sulfanilic acid to 
sulfanilamide, a known photoallergen. 
Observe that p-sulfophenylhydrazine 
has the hydrazyl radical, which could 
cross react with hydralazine, a known 
lupus inducer. Also note that there are 
structural similarities to  phenyl- 
hydrazine hydrochloride and 
B-phenylethylhydrazine sulfate (phen- 
elzine sulfate [Nardil]), which may 
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Fig 1.—Chemical formula for tartra- 
zine (pyrazolone color), hydrazine 
yellow. 


SO,H 


Fig 2.—Chemical formula for 
p-sulfophenylhydrazine. 


> NH, 
SONH, | I 
Fig 3.—Left, Chemical formula for 


sulfanilamide. Right, Chemical for- 
mula for sulfanilic acid. 













have potential oncogenic properties.’ 
If in the process of excretion or 
metabolization of this widely used 
dye, these two compounds emerge as 
such (p-sulfophenylhydrazine and sul- 
fanilie acid) and they have the capaci- 
ty of eross reacting with hydrazine 
hydrochloride and sulfanilamide or 
related compounds, then we may be 
able to explain many cases of lupus- 
like syndromes and photoallergic reac- 
tions signed out in many clinics as “of 
unknown cause." 
NEVILLE PEREYO, MD 
Ponce, PR 


l. Juhlin L, Michaelsson G, Zetterstrom O: 
Urticaria and asthma induced by food and drug 
additives in patients with aspirin hypersensitivi- 
ty. J Allergy Clin Immunol 50:92-98, 1972. 

2. Michaelsson G, Juhlin L: Urticaria induced 
by preservatives and dye additives in food and 
drugs. Br J Dermatol 88:525-532, 1973. 

3. Toth B, Nagel D: Tumorigenesis investiga- 
tions with  f-phenylethylhydrazine sulfate, 
phenylhydrazine hydrochloride, and allylhydra- 
zine hydrochloride in mice, abstracted. Am J 
Pathol 82:40A-41A, 1976. 
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SYNALAR’ 
(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOI* Cream 0.025% 
SYNALAR-HP*Cream 0.2% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonid 


Synalar cream contains fluocinolone acetonide 0.25 mg 
or 0.1 mg./g. in a water-washable aqueous base of stea 
acid, propylene glycol, sorbitan monostearate and 
monooleate, polysorbate 60, purified water and citric a 
with methylparaben and propylparaben as preservative 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 


Synalar solution contains fluocinolone acetonide 0.1 mg. 
in a water-washable base of propylene glycol with citric ac 


Synemol cream contains fluocinolone acetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, propylene gly: 
sorbitan monostearate, polysorbate 60, purified water a 
citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg 
in a water-washable aqueous base of stearyl alchol, ce: 
alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric c 
with methylparaben and propylparaben as preservative: 
Indications inflammatory manifestations of corticosteroi 
responsive dermatoses. 


Contraindications Topical steroids are contraindicated 
patients with a history of hypersensitivity to any of the 
components of the preparation. 


Synalar-HP* (fluocinolone acetonide) 0.2% cream should 
be used on infants up to two years of age. 


Precautions If irritation develops, discontinue the produc 
and institute appropriate therapy. 


In presence of an infection institute use of an appropriat 
antifungal or antibacterial agent. If a favorable responsi 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant women has 

not absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have beer 
associated with exposure of gestating fefnales to topica 
corticosteroids, in some cases at rather low dosage level 
Therefore, drugs of this class should not be used extensive 
on pregnant patients, in large amounts or for prolonged 
periods of time. 

These products are not for ophthalmic use. 


Synalar-HP cream should not be used for prolonged perk 
and the quantity per day should not exceed 2 g. 
of formulated material. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis. acneform eruptions. 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. 


How Supplied 

Synalar® (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes and 120 and 425g. j 
Cream 0.01% — 15, 45 and 60g. tubes and 120 and 425g. j 
Ointment 0.025% —15 and 60g. tubes and 425g. jars. 
Solution 0.01% —20 and 60cc. plastic squeeze bottles. 


Synemol® (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes. 

Synalar-HP* (fluocinolone acetonide) 
Cream 0.2% — 12g. tubes. 
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Treatment of Psoriasis and Psoriatic 
Arthritis—This international sympo- 
sium had been previously scheduled 
for February 1979, but will now be 
held Nov 18-25, 1979. Speakers include 
Drs T. J. Ryan, F. Sagher, N. Hjorth, 
and H. Maibach. The official language 
of the symposium is English. The 
sessions will take place in Tel Aviv 
and at the Dead Sea. 

Information can be obtained by 
writing or cabling N. D. Yahalom, 44 
Ibn Gvirol, Tel Aviv, Israel. 

The meeting is sponsored by the 
Dermatology Department of the Ha- 
dassah Hospital, The Israeli Dermato- 
logic Society, and the International 
Psoriasis Treatment Center. 


Faculty Position in Dermatology.— 
The Department of Dermatology, 
University of California San Francis- 
co School of Medicine, is searching for 
a young dermatologist to develop a 
training program in pediatric derma- 
tology. This would involve the integra- 
tion of several different hospital facil- 
ities and a major commitment of time 
to teaching and clinical research. We 
are looking for a person who is board- 
eligible or board-certified in both 
dermatology and pediatries, with a 
clinical or basic science research back- 
ground in all areas of genetics of 
differentiation. The title and salary 
are negotiable. Effective date of hire 
is July 1, 1979. Address applications, 
including curriculum vitae, to Dr 
William L. Epstein, Bldg 400, Room 
A-342, University of California San 
Francisco, San Francisco, CA 94143 
(an Equal Opportunity/Affirmative 
Action employer). 


Congress of the International Society 
of Tropical Dermatology.—The Fourth 
World Congress of the International 
Society of Tropical Dermatology will 
be held Sept 23-27, 1979, at the 
Marriott Hotel, New Orleans. 

Symposia will be held on various 
topics, and luncheon discussions will 
be conducted by world-famous leaders 
in dermatology. 

Physicians wishing to submit pa- 
pers for the free discussion sessions or 
for the gross and microscopic derma- 
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International Symposium on the tology session should forward ab- 


stracts of 50 words or less to the 
program chairman, Sigfrid Muller, 
MD, Mayo Clinic, Section on Derma- 
tology, Rochester, MN 55901. 

The first two days of the congress 
will be devoted to courses on mycolo- 
gy, cutaneous surgery, and self- 
assessment in  dermatopathology. 
There will be a postconvention tour to 
the US Public Health Hospital at 
Carville, La. The educational pro- 
grams will also be complemented by 
scientific and technical exhibits, as 
well as a social program. 

Advanced registration of $175 for 
members of the International Society 
of Tropical Dermatology and $200 for 
nonmembers must be received before 
Aug 1, 1979 by Driscoll and Associates, 
1925 N Lynn St, Arlington, VA 
22209. 

Further information may be ob- 
tained by writing to Lawrence 
Charles Parish, MD, 1601 Walnut St, 
Philadelphia, PA 19102, or calling, 
(215) 563-8333. 


Skin Microbiology Symposium.— An 
international symposium entitled 
"Skin Microbiology: Relevance to 
Clinical Infection" will be held in San 
Francisco, Aug 29-31, 1979. The sym- 
posium will cover clinical infection in 
the fields of dermatology, surgery, 
infectious diseases, pediatries, and 
others, and will be open to interested 
parties in all fields of medicine, nurs- 
ing, and public health. Speakers will 
be experts from the United States and 
Western Europe. 

The course is sponsored by Ex- 
tended Programs in Medical Educa- 
tion and presented by the Department 
of Dermatology of the University of 
California School of Medicine, San 
Francisco. For more information 
write Extended Programs in Medical 
Education, University of California, 
Room 569 U, San Francisco, CA 94143; 
or call, (415) 666-4251. 


Meeting of the Society for Investiga- 
tive Dermatology.—The 40th Annual 
Meeting of the Society for Investiga- 
tive Dermatology Ine will be held at 
the Sheraton Park Hotel in Washing- 
ton, DC, May 7-9, 1979. 





1979 Examinations of the American 
Board of Dermatology.—The 1979 cer- 
tifying examination of the American 
Board of Dermatology will be given on 
Oct 28-29, 1979, in Chicago, at the 
Holiday Inn O’Hare/Kennedy Con- 
vention Complex. Applications to take 
this examination must be received by 
June 1, 1979. 

The examination for certification of 
special competence in dermatopathol- 
ogy will be given on Nov 15, 1979, in 
San Diego. Applications for this 
examination from diplomates of the 
American Board of Dermatology must 
be received by the board office no 
later than July 1, 1979. 

For additional information and ap- 
plication forms for any of these exam- 
inations, please write to Clarence S. 
Livingood, MD, Executive Director, 
American Board of Dermatology, 
Henry Ford Hospital, Detroit, MI 
48202. 


Advanced Seminars in Dermatology.— 
The 20th Annual Advanced Seminars 
will be held Aug 1-5, 1979, at the 
Sheraton Newport, Newport Beach, 
Calif. Major topics this year will 
include selected cutaneous neoplasms, 
particularly lymphoma and melano- 
ma. Detailed presentations by expert 
faculty will cover histopathology, clin- 
ical information, and therapeutics. As 
in the past, special case presentations 
and research briefs will be given by 
members of the participating Univer- 
sity of California faculties. The pro- 
gram will be accredited for 14 hours of 
category 1 credit toward the Physi- 
cians Recognition Award of the AMA. 
For further information contact Mar- 
garet Frederick (program representa- 
tive), MHMC-UCI, Center for Health 
Education, 2801 Atlantic Ave, Long 
Beach, CA 90801. 


Abstracts Needed for Dermatosis 
Seminar.—Abstracts are needed for a 
symposium on “Contact Dermatitis 
and Related Environmental Derma- 


\ 


toses," to be held Sept 26, 1979, in New , 


Orleans (Marriott Hotel). For abstract 
forms and information, write Howard 
I. Maibach, MD, University of Califor- 
nia Hospital, San Francisco, CA 94143, 
or call, (415) 666-2545. 
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A high corneo- 
cyte count means 
scaling, flaking and an 
itchy scalp. Unsightly 
and unwanted by your 
dandruff patients. 

Chances are 
they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 

Prescribe Exsel® 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 
shampoo available. It 





gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
7 ai ring greater patient 

cceptability and better 
compliance with your 
instructions. 





(selenium sulfide) 


Cortieocyte 
ount Down. 


Exsel® (selenium sulfide) 2.5% 
Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium; bentonite; sodium 
linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate; 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 





Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
B Irvine, California 92713, U.S.A. 
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Histologic Diagnosis of Inflammatory Skin 
Diseases: A Method by Pattern Analysis, by A. 
Bernard Ackerman, 863 pp, with illus, $86, Phil- 
adelphia, Lea & Febiger Publishers, 1978. 

This large, handsome volume is a 
virtuoso performance in the creation 
of a patterned approach to dermato- 
pathology. The search for Bronowski’s 
“hidden likeness in diversity” has led 
to the development of nine patterns of 
pathology, to be recognized as sub- 
suming all inflammatory pathologic 
events in the skin. The patterns to be 
recognized at scanning power of the 
microscope are as follows: superficial 
perivascular dermatitis, superficial 
and deep perivascular dermatitis, vas- 
culitis, nodular and diffuse dermatitis, 
intraepidermal vesicular dermatitis, 
subepidermal vesicular dermatitis, 
folliculitis, fibrosing dermatitis, and 
panniculitis. Each section is defined 
and illustrated by explanatory draw- 
ings and not only is each individual 
entity described, but a highlighted 
outline of the pathology precedes the 
longer descriptions. Clinical informa- 
tion is used to emphasize the differen- 
tial diagnosis, as well as problems of 
diagnosis. 

Each section is beautifully and 
selectively illustrated with low- and 
high-power photomicrographs. The la- 
beling of the photomicrographs is 
extensive, discrete, and accomplished 
with fine lines, which do not obscure 
the picture. 

The beginning scholar will enjoy the 
clear, authoritative, and outlined style 
and will thank the editors for the 
format with large margins (big 
enough for personal notes) The 
editors also accomplished that impos- 
sible feat of keeping photomicro- 
graphs and relevant text juxtaposed. 
The older readers will enjoy the fresh 
approach to the subject and the large 
typeface. 

Calling essentially all inflammation 
of the skin “dermatitis” will confuse 
the casual reader, but Dr Ackerman 
clearly defines his terms and objec- 
tives throughout the text, so careful 
study will leave no misunderstanding. 
Still, most readers will find the equat- 
ing of sarcoidosis with “nodular 
dermatitis” confusing. By eschewing 
etiology and pathogenesis as classifi- 
cation standards, some complexities 
arise for many diseases of the skin, as 
drug reactions and syphilis, for exam- 
ple, must be discussed repetitively in 
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many sections. The emphasis on mor- 
phology may seem to represent a 
regressive step, but the gain in ease of 
organization of material for teaching 
is the compensation. 

One can recognize the teaching 
outline from which the book was 
developed. This is a very personal 
volume and represents a great 
achievement in this day of massive 
volumes of multiple, uneven author- 
ship. The author has set his defini- 
tions and standards and carried his 
project off brilliantly. This is not a 
textbook where the reader can expect 
to find points of view discussed and 
reconciled. Instead, this volume re- 
cords the development of a scholar’s 
efforts in learning and teaching. Still, 
references are missed and would be a 
welcome addition. 

The index is very complete and 
makes it possible to follow a cell, an 
etiologic factor, or a pathogenesis 
through the book. The beginning 
chapters on morphology and biopsy 
are well done, but a section on special 
stains and procedures would still be 
useful, for some procedures are 
referred to in the body of the volume 
that are not discussed elsewhere 
per se. 

The last chapter tells the reader to 
“Think!” This exhortation is part of 
the passion for the subject that makes 
the volume and the author landmarks 
in the sere landscape of contemporary 
medical writing. The list of individual 
facts for recognition in the ultimate 
chapter is less important than the 
admonition itself. The placement of 
the admonition is the guide to the 
author's hope for the future develop- 
ment of the readers, in their involve- 


ment with the substance and litera- 


ture of the subject. 
R. K. WINKELMANN, MD, PHD 
Rochester, Minn 


Circulatory Diseases of the Limbs: A Primer, by 
David I. Abramson, 358 pp, with illus, $19, New 
York, Grune & Stratton Inc, 1978. 

Professor Abramson has called upon 
his extensive clinical experience to 
write this 358-page primer entitled 
Circulatory Diseases of the Limbs. 

The book is intended as a concise 
review of diagnosis and treatment of 
peripheral vascular and lymphatic dis- 
orders, and it attains that goal. 
Although written for the student, 
resident, and primary care physician, 
most of the primer is directly applica- 
ble to the dermatologist. 

The initial chapters are devoted to 
the multitude of clinical and laborato- 
ry tests that are available for diagnos- 
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ing circulatory disease. The author 


includes a discussion of the merits and . 


limitations of most of these tests. The 
remainder of the monograph deals 
with all of the major, and some of the 
minor, vascular and lymphatic disor- 
ders. The chapters of special interest 
to the dermatologist are those cover- 
ing arteriosclerosis, occlusive arterial 
disease, connective tissue disease, cold 
exposure, traumatic injury, throm- 
bophlebitis, functional disorders, and 
occlusive lymphatic disease. 

The therapeutic modalities sug- 
gested are described in detail, and 
include medical, surgical, and rehabili- 
tative approaches. 

Though the writing style is purpose- 
fully brief, the book is amazingly 
readable. The few black-and-white 
photographs that are included are a 
drawback from the clinician's stand- 
point, but they are of good quality and 
make their point. The book is well 
indexed and references are, in gener- 
al, quite recent. 

In conclusion, this inexpensive 
primer is a good reference for a much- 
neglected area of dermatology, and it 
is a welcome addition to our library. 

Davip A. SoutH, MD 
Stanford, Calif 


Manual of Dermatologic Therapeutics, ed 2, by 
Kenneth A. Arndt, 377 pp, 17 color illus, $10.95, 
Boston, Little Brown & Co, 1978. +» 


It is apparent, after the first 
edition, that this manual has found its 
place in medicine. One need only look 
at the medical students on rounds and 
the pockets of the residents to realize 
that they have somehow obtained this 
little "gem" and that they refer to it 
frequently. It was never intended to 
be a definitive source of information, 
and the practitioner of dermatology 


might be disappointed to note that 


there are no references to such 
common agents as dapsone, grenz-ray 
therapy, or erythromycin ointment. 
The old standbys, such as zinc oxide 
paste, are not referred to in the treat- 
ment of common problems like diaper 
rash. A few typographical errors, such 
as "electrodessicate" on page 152, 
creep into an otherwise superb edito- 
rial job. The manual is in soft cover, in 
a size that fits into a coat pocket; it 
has up-to-date references and con- 
tains a few color photographs, topo- 
graphical charts, a ruler, and even 


\ 


some blank pages for the reader’s own . 


additions. It seems to be a superb 
manual for the medical student and 
primary care physician. 
G. THOMAS JANSEN 
Little Rock, Ark 


Books . 





514 





e 9 
e eve 
0 MM 
(E E EE E) 
eoooe€e 
40000 

e o e 2 
ee eo e o 
DOO eeooe€0 
8@eeeeoeee? © 
U E E EEEE) 
)»0e0000900009 
E E E E E E E 
@®eeeeee?s 
@e@eeeee2s 
"ooe0000 
eee ooe€0 

(E E E E) $9 

"eooe0 8 

eoe E 

* e e 

^u. 
















eoee 
eeoo"*f 


@@eee’ 











e 
e «4 
e e e 
ee 0 © e © 
eoe090990 eo @ « 
ve0o00006009€ 
A M O E 
@@eeeeee7ee?é 
eo o o o o o oe o ( 
@@eeeeee? ® 
@@eeeeee? ee 
CA E O E O 
eeoooo?90 
6 @©eeese 
e eooo0" 
e e e 
o © P 
e^ 


Gri, PEG 


griseofulvin ultramicrosize 
| Tablets 125 mg 


ultramicrosize for ultra-absorption ; 


Brief Summary of Prescribing Information 

ACTION: Human Pharmacology—The peak plasma level found in fasting adults 
men “ag g of Gris-PEG occurs at about four hours and ranges between 0.37 to 1.6 
mcg/ml. 

Comparable studies with microsize griseofulvin indicated that the peak plasma level 
found in fasting adults given 0.5 g occurs at about four hours and ranges between 0.44 
to 1.2 mcg/ml. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline formu- 
lation of Gris-PEG is approximately twice that of conventional microsized griseofulvin. 
This factor permits the oral intake of half as much griseofulvin per tablet but there is 
no evidence, at this time, that this confers any significant clinical differences in regard 
to safety and efficacy. 

INDICATIONS: Gris-PEG (griseofulvin ultramicrosize) is indicated for the treatment 
of the following ringworm infections: Tinea corporis (ringworm of the body), Tinea pedis 
(athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae (barber's itch), Tinea 
capitis (ringworm of the scalp), and Tinea unguium (onychomycosis, ringworm of the 
nails), when caused by one or more of the following genera of fungi: Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Trichophyton interdigi- 
talis, Trichophyton verrucosum, Trichophyton megnini, Trichophyton gallinae, Tricho- 
phyton crateriform, Trichophyton sulphureum, Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum gypseum and Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the infection should be 
identified. The use of the drug is not justified in minor or trivial infections which 
will respond to topical agents alone. Griseofulvin is NOT effective in the following: 


Bacterial infections, Candidiasis (Moniliasis), Histoplasmosis, Actinomycosis, Sporotri- 
chosis, Chromoblastomycosis, Coccidioidomycosis, North American Blastomycosis, 
Cryptococcosis (Torulosis), Tinea versicolor and Nocardiosis. 
CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage —Safety and Efficacy of Griseofulvin for Prophy- 
laxis of Fungal Infections Has Not Been Established. Anima! Toxicology — Chronic 
feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, resulted in the 
development of liver tumors in several strains of mice, particularly in males. Smaller 
particle sizes result in an enhanced effect. Lower oral dosage levels have not been 
tested. Subcutaneous administration of relatively small doses of griseofulvin, once & 
week, during the first three weeks of life has also been reported to induce hepatomata 
in mice. Although studies in other animal species have not yielded evidence of tumori- 
genicity, these studies were not of adequate design to form a basis for conclusions in 
this regard. In subacute toxicity studies, orally administered griseofulvin produced 
hepatocellular necrosis in mice, but this has not been seen in other species. Dis- 
turbances in porphyrin metabolism have been reported in griseofulvin treated labora- 
tory animals. Griseofulvin has been reported to have a colchicine-like effect on mitosis 
and cocarcinogenicity with methylcholanthrene in cutaneous tumor induction in labo- 
ratory animals. Usage in Pregnancy —The safety of this drug during pregnancy has not 
been established. Animal Reproduction Studies—\t has been reported in the literature 
that griseofulvin was found to be embryotoxic and teratogenic on oral administration 
to pregnant rats. Pups with abnormalities have been reported in the litters of a few 
bitches treated with griseofulvin. Additional animal reproduction studies are in prog- 
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As innovative today as it was 


_whenit introduced a new era 


“in griseofulvin therapy 
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~@ Absorption nearly complete 





e A patent is pending on the unique delivery system as it represents an advance in 
pharmaceutical technology which enhances dissolution and absorption 


(99%) without fatty meals. The absorption of microsize 


griseofulvin in man has been found to average 43%* 


e Because it's biologically equivalent to 250 mg of griseofulvin microsize, Gris-PEG is 


effective at % the dose 


e Proven in clinical trials and usage for three years 


e Convenient, flexible dosage schedule...one tablet twice per day or two tablets once 


per day 


e Effective in all Tinea infections caused by fungi from genera known to be sensitive 


to griseofulvin 


e Economical for patients 


*K Data on file, Dorsey Laboratories 
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ress. Suppression of spermatogenesis has been reported to occur in rats, but investi- 
gation in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived from 
species of Penicillium, the possibility of cross sensitivity with penicillin exists; however, 
known penicillin-sensitive patients have been treated without difficulty. Since a photo- 
sensitivity reaction is occasionally associated with griseofulvin therapy, patients should 
be warned to avoid exposure to intense natural or artificial sunlight. Should a photo- 
sensitivity reaction occur, lupus erythematosus may be aggravated. Griseofulvin de- 


- “Greases the activity of warfarin-type anticoagulants so that patients receiving these 


| drugs concomitantly may require dosage adjustment of the anticoagulant during and 
* after griseofulvin therapy. Barbiturates usually depress griseofulvin activity and con- 
comitant administration may require a dosage adjustment of the antifungal agent. 
ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and im- 
pairment of performance of routine activities. Proteinuria and leukopenia have been 
reported rarely. Administration of the drug should be discontinued if granulocytopenia 
occurs. When rare, serious reactions occur with griseofulvin, they are usually asso- 


Giated with high dosages, long periods of therapy, or both. 


2 
Dorsey 
LABORATORIES 
Division of Sandoz, Inc. « LINCOLN, NEBRASKA 68501 


DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection or 
reinfection. Concomitant use of appropriate topical agents is usually required particu- 
larly in treatment of tinea pedis. An oral dose of 250 mg of Gris-PEG (griseofulvin 
ultramicrosize) is biologically equivalent to 500 mg of griseofulvin (microsized) 
USP (see ACTION Human Pharmacology). Adults: A daily dose of 250 mg will give 
a satisfactory response in most patients with tinea corporis, tinea cruris and tinea 
capitis. One 125 mg tablet twice per day or two 125 mg tablets once per day is the usual 
dosage. For those fungal infections more difficult to eradicate such as tinea pedis 
and tinea unguium, a divided daily dose of 500 mg is recommended. In all cases, the 
dosage should be individualized. Children: Approximately 5 mg per kilogram (2.5 mg 
per pound) of body weight per day is an effective dose for most children. On this basis 
the following dosage schedule for children is suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 125 mg to 250 mg daily; children weighing 15-25 
kilograms (approximately 30 to 50 pounds) 62.5 mg to 125 mg daily; children 2 years 
of age and younger, dosage has not been established. Dosage should be individualized, 
as is done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the medication 
is not continued until the infecting organism is eradicated. 


(For complete details , please see full prescribing information.) 
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DERMATOLOGY DAYS 


June 21 - 23, 1979 
in 
OCEAN CITY, MARYLAND 


Sponsored by 
The Division of Dermatology 


an 
3b The Program of Continuing Education 
University of Maryland School of Medicine 


DERMATOLOGY DAYS is a symposium designed to help 
practitioners become aware of some of the most effective 
methods of diagnosis and management of dermatological 
problems as well as some of the newest advances in the field 
of dermatology. The course will focus on the use of “‘live 
patients”. 


This course has been carefully designed to meet the needs of 
the practicing dermatologist as well as the practicing general- 
ist. Concurrent break away sessions, each designed for a 
specific audience, will be used in addition to large group 
sessions. 


LOCATION: Sheraton-Fontainebleau Inn & Spa 
Ocean City, Maryland 


For additional information: 


CONTACT: Program of Continuing Education 
University of Maryland 
School of Medicine 
10 S. Pine Street 
Baltimore, Maryland 21201 
(301) 528-3956 


U.V. PHOTOTHERAPY RADIOMETER 
for PHOTOCHEMOTHERAPY of 
PSORIASIS 


Features: 
Direct readout in milliwatts/cm?. 
Spectral response to match the photosensitization of skin. 
Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 
Wide field of view to match the cosine receiving function of 
human skin. 
Small, rugged and battery operated for full portability and 
safety. 
* L.E.D. battery status indicator lamp. 

Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light. 


Specialists in Light Measurement 
DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA, 01950 617 465-5% 





INDEX TO ADVERTISERS 


A 
Abbott Elis oy e.g See aun in ee n cag eeat a; 382-383 
B 
Barnes-Hind Pharmaceuticals ................... eee 387. 506 
Burroughs Wellcome Company .............................. 2nd Cover 
C 
BR OEE gd) Sh e NAT S E 400-401 
AGERE ERDOFA TORRENS Duioo Ris «cuc pro sten pnis ch caecos cn ene 394 
D 
Derntik Laboratories: ....— o oe od osi tiic 395-396. 414-415 
Doak Pharmacal Company 4... Apassi eissida 493 
Doms Labore t DE TES as eed onc renes esI Ee oaa ccys; 388-389. 416-417 
OES EY LOONA OPI EN c. eire ERE reg inb aa, 514-515 
G 
DEPT ENIA ECRI t ons ea Ri nstefurettretiecohteciscune OD 
General Medical Don PRAVA ee ed usos ns enn snva nra cota toe ii. 396 
H 
Herbert Labordtokien x— oi eae CO ecole 420, 484-485, 511 
I 
Interstatioml Dig tds neut aca ABE ice di 516 
J 
Johnson & TORSO ooa dabas either 504-505 
L 
Legerie-buboratoties" oce rA ost a idis S E ae 418 
M 
Merck Sharp & Dohme, Division of 
Merck & COMBA: Ainai ainiin 408-409, 500-501 
O 
Own Laboratories: inc. "Zu uma soa E 3rd Cover 
P 
Patke Davis & COMAS. Lus dra nut a 384-385 
Fersonm Ce MOE YG SCS Leod osos Een est ier psa wie uta D 407 
Procter & Gamble Company ............................. 405-406, 513 
R 
Riker Láboraforimes; Une iA nuh teer IER aA cone 492. 503 
Roche Laboratories, Division of 
Holmann- LAROCHE Inc. 52i us vere evattescdeslescre los 412-413 
Roerig, J.B., Company 
DeISIon OF PDO TOC LL Ecosse iN o ia 482-483 
S 
Schering Corpofatión 5... 4e tires orte 392-393, 410-411 
SOOD ICM SOUS TIE a eR eriam c erp carae eT 397-399 
Stuart Pharmaceuticals 
CIV, Cb ICD Oted Stáreá 1961. ho eet a 39] 
Syntex Laboratories, 
SCAN, CS AN ES; 402-404, 421-422, 490-492, 508-509 
T 
Tlexas.Pharmacdl Company . 2... oei eparina ensarh eoa oasi 419 
U 
University of Maryland uso esses nen IET c 516 
W 
Westwood Pharmaceuticals, Inc. .................. ses 4th Cover 
Y 
valo EOIJVEFEIUM L5. aerei sccnialididale io M ers peur de ada 410 


While every precaution is taken to insure accuracy, we cannot guarantee 
against the possibility of an occasional change or omission in the preparation 
of this index. 


ee 


Safety in - 


numbers 


ex... 
e Safety of Hydrocortisone 
€ Available in a wide variety of sizes, | 
strengths, and forms 5 
€ Economical | 
€ Color-coded for easy identification 
nutracort® (Hydrocortisone). . . cream, lotion, gel 4 
Description: Nutracort® (Hydrocortisone 0.5% and 1.0%): Cream Base: Sodium Lauryl Sulfate, Light ; 
Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Synthetic Spermaceti, 
Dimethicone, Edetate Sodium, Sorbitol Solution, Carbomer-941, Ammonium Hydroxide, Sorbitan 
—— Monostearate, Isopropyl Palmitate, Purified Water, and Certified Color. Lotion Base: Sodium Lauryl Sulfate, 3 


Light Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Sorbitan Monostearate, 
Glyceryl Monostearate, Edetate Sodium, Purified Water, and Certified Color. 


Nutracort® Gel: 1.0% Hydrocortisone in a vehicle of Propylene Glycol, Alcohol 22% (w/w), Hydroxypropyl 
Cellulose, and Citric Acid. 


Actions: Topical steroids are primarily effective because of their anti-inflammatory, anti-pruritic, and 
vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those patients with a history of 4 
hypersensitivity to any of the components of the preparation. y 


Precautions: If irritation develops, the product should be discontinued and appropriate therapy 
NI instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agent 
= should be instituted. If a favorable response does not occur promptly, the corticosteroid should be 
discontinued until the infection has been adequately controlled. If extensive areas are treated or if the 
> occlusive technique is used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, particularly in children and infants. 
es Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on pregnant patients, in large amounts, or for 
e prolonged periods of time. The product is not for ophthalmic use. 
Adverse Reactions: The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning, itching, irritation, ee 
folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, striae, and miliaria. 
Dosage and Administration: Apply to affected area 3 or 4 times daily. 
How Supplied: Nutracort® Lotion 1.0% in 2 fl. oz., 4 fl. oz., and 1 gal. bottles; 
0.5% in 2 fl. oz. and 4 fl. oz. bottles. Nutracort® Cream 0.5% in 2 oz. and 4 oz. jars; 1.0% in 2 oz. 
and 4 oz. jars and 1 lb. jars. Nutracort® Gel 1.0% in 15 g. and 60 g. tubes. 
Store at room temperature 
FOR TOPICAL USE 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING 
WITHOUT PRESCRIPTION 
Owen 
Owen Laboratories, Dallas, Texas 75234 
Division of Alcon Labwwegries, Inc. 
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INTRODUCING..NEW SEBULEX — 
CONDITIONING SHAMPOO WITH PROTEIN 
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Effective Dandruff Control 


Formulated for Improved Patient Accept- uf 
ance and Compliance damaged hair imparts extra body, manage- 


ability, sheen, and greater control to hair that 
may become dry and flyaway from other anti- 
dandruff therapy.* 


Gives Hair the Body and Manageability 
Patients Want 


Helps Repair Split Ends and Reduces Fly- 
away Hair 


Leaves Hair Shiny, Clean, Fresh Smelling 


Laboratory studie 
demonstrate protein 
penetration helps 
close spliniered 









New Sebulex® Conditioning Shampoo pro- sale aintied 
vides the combined anti-seborrheic/kerato- 
lytic actions of sulfur and salicylic acid. 
It penetrates the upper layers of the scalp z 
epidermis to loosen, lift and rinse away un- | ale X 
sightly flakes and scales, and it removes cell FLEXIBILITY: 


debris and excess oil from hair shafts. Reg- = Gentleness combined with efficacy. Unlike 
ular use keeps hair and scalp free from scale "heavy metal" shampoos, New Sebulex Con- 
build-up. ditioning Shampoo is gentle enough for daily 


and pediatric use. New Sebulex Shampoc is 
THE IMPORTANCE OF PROTEIN: ideal for adult problem dandruff; it leaves hair 


New Sebulex Conditioning Shampoo con- fresh smelling and nonoily. It is mild enough, , 
tains partially hydrolyzed protein that is heat- for your patients with tinted or bleached hair 

stable, hypoallergenic, and water soluble 
over the entire workable pH range. The opti- 





*Data on file, Westwood Pharmaceuticals Inc. * 


mal size of the protein molecule allows deep @ 
penetration through the cortex of hair fiber, WESTWOOD 
and helps resist water rinse-out. Increased Buffalo. New York 14213 E 


> . à à e» o. 
protein uptake in physically or chemically In Canada, Belleville, Ontario K8N5E9 — * 1979, W.P. Inc ¢ 
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NEOSPORIN-G 
(polymyxin B-neomycin- 


® brand Polymyxin B Sulfate 10,000 units; neomycin sulfate 5 mg 
base); gramicidin 0.25 mg. Inactive ingredients: liquid petrolatum, 
ene glycol, polyoxyethylene polyoxypropylene compound, 
0.25% methylparaben as preservative. 


' Each gram contains Aerosporin 
(equivalent to 3.5 mg neomycin 
white petrolatum, purified water, propyl 

emulsifying wax, and 
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® 
NEOSPORIN-G Cream 
( polymyxin B-neomycin-gramicidin ) 

When topical infection invades 
hairy areas, facial skin or inter- 
triginous areas, Neosporin*-G Cream 
provides broad antibacterial coverage. 
It contains three antibiotics that combat 
virtually all pathogenic bacteria found 
topically’ 

These antibiotics are seldom used 
systemically, so the patient is spared 
the possibility of sensitization to those 
antibiotics which might later be 
required systemically. 

Smooth vanishing cream base 
leaves no greasy residue on skin, no 
stains on fabric. 


Burroughs Wellcome Co. 
Research Triangle Park 
Wellcome North Carolina 27709 




















*INDICATIONS: Based on a review of this drug 
by the National Academy of Sciences— National 
Research Council and/or other information, 
FDA has classified the indications as follows: 

“Possibly” effective: Fortopical administration 
forthetreatment of the listed localized infections 
or for suppressive therapy in such conditions: 
- primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia) * secondary 
infected dermatoses (eczema, herpes, and 
seborrheic dermatitis) * traumatic lesions 
(inflamed or suppurating as a result of bacterial 
infection). 

Final classification of the less-than-effective 
indications requires further investigation. 


CONTRAINDICATIONS: Not for use in the eyes 
or in the external ear canal if the eardrum is 
perforated. This product is contraindicated in 
those individuals who have shown 
hypersensitivity to any of its components. 
WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, 
care should be exercised when using this 
product in treating extensive burns, trophic 
ulceration and other extensive conditions where 
absorption of neomycin is possible. In burns 
where more than 20 percent of the body 
surface is affected, especially if the patient has 
impaired renal function or is receiving other 
aminoglycoside antibiotics concurrently, not 
more than one application a day is recommended. 


When using neomycin-containing products to 
control secondary infection in the chronic 
dermatoses, such as chronic otitis externa or 
stasis dermatitis, it should be borne in mind 
that the skin in these conditions is more liable 
than is normal skin to become sensitized to 
many substances, including neomycin. The 
manifestation of sensitization to neomycin is 
usually a low grade reddening with swelling, 
dry scaling and itching; it may be manifest 
simply as failure to heal. During long-term use 
of weomycin-contaliiag Drocuc periodic 
examination for su - ^* is advisable and the 
patient should be tolt % watinue the 
product if they are obse v, "".symptoms 


regress quickly on withdraw e dication. 


Neomycin-containing applications sho ^e 
avoided for that patient thereafter. 1 
PRECAUTIONS: As with other antibacterial 
preparations, prolonged use may result in 
overgrowth of nonsusceptible organisms, 
including fungi. Appropriate measures should 
be taken if this occurs. 

ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been 
reported (see Warning section). 

HOW SUPPLIED: Tube of 15 g. 


Complete literature available on request from 
Professional Services Dept. PML. 
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SELSUN ; 


(SELENIUM SULFIDE LOTION, U.S.P.) 


* Nicer fragrance 
e Lighter color 
e Richer sudsing 


e Same efficacy 
and safety 


as the formula proved 
in millions of cases for 
over a quarter century 


BRIEF SUMMARY 


Contains: Selenium sulfide, 2Y2 95, 
w/v; bentonite; lauric diethanolamide; 
ethylene glycol monostearate; tita- 
nium dioxide; amphoteric—2; sodium 
lauryl sulfate; sodium phosphate (mon- 
obasic); glyceryl monoricinoleate; 
citric acid; captan; perfume; and 
water. 

Indications: For the treatment of dan- 
druff and seborrheic dermatitis of the 
scalp. 


Contraindications: Should not be used 
by patients allergic to any of its com- 
ponents. 


Warnings: Safety for use on infanés 
has not been established. 


Precautions: Cutaneous sensitization 
of the scalp or adjacent areas has 
been reported; if sensitivity reactions 
should occur, discontinue use. Chemi- 
cal conjunctivitis may result if product 
enters the eyes. Do not use when 
acute inflammation or exudation is 
present as an increase in absorition 
may occur. 


a 


Adverse Reactions: As with other" 


shampoos, oiliness or dryness of the' 
hair and scalp may occur following 
use; there have been occasional re- 
ports of an increase in the amóunt of 
normal hair loss. Hair discoloration 
may occur; can be avoided 

or minimized by thorough (e) 
rinsing. 8033233 
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Selsun:..the sweet smell of success. 


(SELENIUM SULFIDE LOTION, U.S.P.) R; 


* Nicer fragrance 
* Lighter color 
* Richer sudsing 


Igase see opposite page 
fer Summary. ° Same efficacy and safety 





introducing... 


Candida albicans 
Epidermophyton floccos m 
Trichophyton rubrum 
Trichophyton mentagrophytes 
Microsporum canis 
Malassezia furfur 
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zx (CLOTRIMAZOLE) 


a broad-spectrum antifungal* 





Cures a 
broad spectrum | 
of common | 
mycoses' ina 5 
majority of cases. 


‘Due to susceptible organisms. 


Candidiasis (Moniliasis) 
Tinea corporis 

Tinea cruris 

Tinea pedis 

Tinea versicolor 


In double-blind, controlled studies involving more than 
1,300 patients, clotrimazole showed a high degree of 
efficacy... with a low incidence of adverse reactions and 


no observed hypersensitivity.' 


Therapy may be initiated promptly, with likelinood of clinical 


Improvement. 


Single-entity agent...free from steroids and common 


sensitizers. 


Excellent dermal penetration with negligible absorption.* 


Rapid symptomatic relief, convenient b.1.d. application. 


Indications: Mycelex Cream and Solution are indicated for 
the topical treatment of the following dermal infections: tinea 
pedis, tinea cruris, and tinea corporis. due to Trichophyton 
rubrum, Trichophyton mentagrophytes, Epidermophyton 
floccosum, and Microsporum canis; candidiasis due to 
Candida albicans; and tinea versicolor due to Malassezia 
furfur 

Contraindications: Mycelex Cream and Solution are con- 
traindicated in individuals who have shown hypersensitivity 
to any of their components. 

Warnings: Mycelex Cream and Solution are not for 
ophthalmic use 

Precautions: In the first trimester of pregnancy, Mycelex 
should be used only when considered essential to the wel- 
fare of the patient. 

If irritation or sensitivity develops with the use of Mycelex, 
treatment should be discontinued and appropriate therapy 
instituted. 

Adverse Reactions: The following adverse reactions have 
been onam in connection WR the use of this product: 
> RESERVED 


1979 DOME DI ON. MILES LABORATORIES. INC ALL FIC 


erythema, stinging, blistering, peeling, edema, pruritus, ur 
ticaria, and general irritation of the skin. 
Dosage and Administration: Gently massage sufficien 
Mycelex Cream or Solution into the affected and surround 
ing skin areas twice a day, in the morning and evening. 

Clinical improvement, with relief of pruritus, usually oc 
curs within the first week of treatment. If a patient shows no 
clinical improvement after four weeks of treatment wit! 
Mycelex, the diagnosis should be reviewed. 
How Supplied: Mycelex Cream 196 is supplied in 15 g anc 
30 g tubes. 

Mycelex Solution 1% is supplied in 10 ml and 30 ml plastic 
bottles. 

Store between 35° and 86°F. 


Manufactured tor Dome Division, Mile: 
Corp., Kenilworth, NJ 07033 


; Laboratories, Inc., by Scherin« 


References: 1. Spiekermann PH, Young MD: Clinical evaluation o 
clotrimazole: A broad-spectrum antifungal agent. Arch Dermato 
11:350-352, 1976. 2. Duhm B, et al: The pharmacokinetics of clotrimazole 
"C. Postgrad Med J, July suppl, 1974, pp 13-16 IT EL 
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Periactin 


(Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par- 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 

«tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 

-vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and esleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed cogrdination. Others that may 

-occur—fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, agranulocytosis, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or !2 iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCl each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PN05 (DC 6589610) 





MSD For more detailed information, 
Saris consult your MSD representative or 
ME see full Prescribing Information. 

Merck Sharp & Dohme, Division of 
Merck & Co., INC., West Point, Pa. 19486 








How to prescribe 


PERIACTIN* 
(Cyproheptadine HCI/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- ^ containing 4- mq. 
dine HCl in each of cyprohepta- 
5-ml teaspoonful dine HCl each 
(with alcohol 596) 

























Recommended Dosage 
Children— 2 to 6 years 

Usual Maximum 
dosage daily dosage 
lteaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 

b.i.d. or t.i.d. 












Children—7 to 14 years 
Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
or 1 nak bid. or 4 tablets 

or t.i.d. 

















Adults Maximum 

Usual daily dosage 

dosage 0.23 ma per Ib 

2teaspoonfuls per day 

or l tablet, t.i.d. or 0.5 mg per 
kilo per day 








Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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Is Atopic Dermatitis a place for water? 


The most important factor in the management of patients 
with atopic dermatitis is keeping the skin moist. according to 
members of a panel discussing the disease at a conference on 


dermatologic practice held at the University of North Carolina 
ochool of Medicine. 
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TRIAMCINOLONE ACETONIDE 
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All cleat in 


Miami 


Ordinary topical cortico- 
steroids are generally not 
recommended when infection 
complicates dermatoses." 
That's why your patients need 
Vioform*H ydrocortisone. 

Because Vioform- 
Hydrocortisone provides 
four-way action in just one 
preparation—antibacterial 
and antifungal, as well as 
antipruritic and anti- 
inflammatory actions. Think 
of it first for thorough, fast 
clearing of skin problems on 
Miami...or on any beach. 


*This drug has been evaluated as possibly ef- 


fective for these indications. 


Vioform*Hydrocortisone 


(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National 
Academy of Sciences-National Research 
Council and'or other information, FDA has 
classified the indications as follows 
"Possibly" effective: Contact or atopic der- 
matitis; impetiginized eczema: nummular 
eczema; infantile eczema; endogenous 
chronic infectious dermatitis; stasis der- 
matitis; pyoderma: nuchal eczema and 
chronic eczematoid otitis externa; acne ur- 
ticata: localized or disseminated neuroder- 
matitis: lichen simplex Chronicus; anogenital 
pruritus (vulvae, scroti, ani): folliculitis: bacte- 
rial dermatoses: mycotic dermatoses such as 
tinea (Capitis, cruris. corporis. pedis): 
moniliasis: intertrigo 

Final classification of the less-than-effective 
indications requires further investigation 


CONTRAINDICATIONS 

leypersensitivity to Vioform-Hydrocortisone. or 
any of its ingredients or related compounds; 
lesions of the eye; tuberculosis of the skin: most 
viral skin lesions (including herpes simplex, vac- 
cinia, varicella) 


WARNINGS 

This product is not for ophthalmic use. 

In the presence of systemic infections. appropri- 
ate systemic antibiotics should be used. 

Usage in Pregnancy 

Although topical steroids have not been reported 
to have an adverse effect on pregnancy, the 
safety of their use in pregnant women has not 
been absolutely established. In laboratory ani- 
mals. increases in incidence of fetal abnor- 
malities have been associated with exposure of 
gestating females to topical corticosteroids. in 
Some cases at rather low dosage levels. There- 
fore. drugs of this class should not be used ex- 
tensively on pregnant patients in large amounts or 
for prolonged periods of time 

PRECAUTIONS 

May prove irritating to sensitized skin in rare 
cases. If irritation occurs, discontinue therapy 
Staining may occur. 

Signs and symptoms of systemic toxicity, electro- 
lyte imbalance. or adrenal suppression have not 
been reported with Vioform-Hydrocortisone 
Nevertheless. the possibility of suppression of the 
pituitary-adrenal axis during therapy should be 
kept in mind. especially when the drug is used 
under occlusive dressings. for a prolonged 
period, or for treating extensive cutaneous areas 
since significant absorption of corticosteroid may 
occur under these conditions. particularly in chil- 
dren and infants 

Vioform may be absorbed through the skin and 
interfere with thyroid function tests. If such tests 
are contemplated. wait at least one month be- 
tween discontinuation of therapy and perfor- 
mance of these tests. The ferric chloride test for 
phenylketonuria (PKU) can yield a false-positive 
result if Vioform is present in the diaper or urine 
Prolonged use may result in overgrowth of non- 
susceptible organisms requiring appropriate 
therapy 

ADVERSE REACTIONS 

There have been a few reports of rash and hyper- 
sensitivity. The following local adverse reactions 
have been reported with topical corticosteroids, 
especially under occlusive dressings: burning: 
itching; irritation: dryness; folliculitis; hyper- 
trichosis; acneiform eruptions: hypopigmentation: 
perioral dermatitis; allergic contact dermatitis 
maceration of the skin: secondary infection: skin 






atrophy: striae: miliaria. Discontinue therapy if 
any untoward reaction occurs 
DOSAGE AND ADMINISTRATION 
Apply a thin layer to the affected parts 3 or 4 
times daily 
The Cream, because of its slight drying effect. is 
primarily useful for moist. weeping lesions: the 
Lotion is particularly suitable for application be- 
hind the ears and in intertriginous areas of the 
body: the Ointment is best used for dry lesions 
accompanied by thickening and scaling of the 
skin 
The Mild Cream and Mild Ointment should be 
used when treating lesions involving extensive 
body areas or less severe dermatoses 
HOW SUPPLIED 
Cream, 39e iodochlorhydroxyquin and 196 hydro- 
cortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid. petro- 
latum, sodium lauryl sulfate, and glycerin in 
water; tubes of 5 and 20 Gm 
Ointment, 3% iodochlorhydroxyquin and 1% 
VD dani In a petrolatum base; tubes of 20 
m 
Lotion, 3% iodochlorhydroxyquin and 1% hydro- 
cortisone in a water-washable base containing 
stearic acid, cetyl alcohol, lanolin, propylene 
glycol, sorbitan trioleate. polysorbate 60 
triethanolamine, methylparaben, propylparaben. 
and perfume Flora in water; plastic squeeze 
bottles of 15 mi 
Mild Cream, 396 iodochlorhydroxyquin and 0.5% 
hydrocortisone in a water-washable base contain- 
ing stearyl alcohol. cetyl alcohol. stearic acid. 
petrolatum, sodium laury! sulfate, and glycerin in 
water; tubes of V» and 1 ounce. 
Mild Ointment, 3% iodochlorhydroxyquin and 
0.5% hydrocortisone in a petrolatum base: tubes 
of 1 ounce C78-19 (9/78) 665661 


187-90744 
CIBA Pharmaceutical Company y 


Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 


Vioform- 
ydrocortison 





(iodochlorhydroxyaquin 
and hyd éco 


The most widely 
prescribed form... 
20-gm Cream 
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Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1753 West Congress 
Parkway-Jelke-1, Chicago, IL 60612 (Tel (312) 942-1230). Manu- 
scripts are received with the understanding that they are not 
under simultaneous consideration by another publication. 
Accepted manuscripts become the permanent property of the 
ARCHIVES and may not be published elsewhere without permission 
from the publisher (AMA). 


In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.—All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 


Metrication.—All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


lllustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating "top" should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mm preferred) 
must be submitted for an evaluation. Do not send color prints 


¢ = And telephone number. Order pne ax the time the typescript T unless accompanied by original transparencies. All transparencies 
iy returned after editorial processing. Specify address to which should be carefully packed and sent with the manuscript. 
|... requests for reprints should be sent. 
E. Manuscript Preparation.—Submit an original typescript and two Legends.— Legends should be typed double-spaced, beginning on 
- high-quality copies of the entire manuscript. All copy (including ê separate sheet of paper. Limit length to a maximum of 40 
references, legends, and tables) must be typed double-spaced on 22 words. 
^ — x 98m (8% x ll-inch), heavy-duty white bond paper. Ample : 
T margins should be provided. Photographic Consents.—A letter of consent must accompany all 
d Refer to patients by number (or, in anecdotal reports, by photographs of patients in which a possibility of identification 
fictitious given names). Real names or initials should not be used exists. It is not sufficient to cover the eyes to mask identity. 
| g in the text, tables, or illustrations. 
; ; Acknowledgments.—Illustrations from other publications must be 
K Titles.—Titles should be short, specific, and clear. They should acknowledged. Include the following when applicable: author(s), 
e not exceed 42 characters per line, including punctuation and title of article, title of journal or book, volume number, page(s), 
F SPACER, and be limited to two lines, if possible. The title page month, and year. The publisher’s permission to reprint should be 
should include the full names and academic affiliations of all submitted to the ARCHIVES. 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of Statistical Review.—Manuscripts containing statistical evalua- 
the organization, place, and date on which it was read. tions should include the name and affiliation of the statistical 
Style of Writing.—The style of writing should conform to accept- reviewer. 
Ra able English usage and syntax. Slang, medical jargon, obscure ; í 
S abbreviations, and abbreviated phrasing are to be avoided. Tables.—Each table should be typed double-spaced, including all 
E headings, on a separate sheet of 22 x 28-em (8% x 11-inch) paper. 
pe Informed Consent.—Manuscripts reporting the results of experi- Do not use larger size paper. If a table must be continued, use a 
Sh mental investigations of human subjects must include a statement second sheet and repeat all heads and stubs. Each table must have 
x to the effect that informed consent was obtained after the nature a title. 
P of the procedure(s) had been fully explained. 
i À / Short Reports.— These manuscripts usually concern a single case 
h Abstract.—Provide an abstract (135-word maximum) of the arti- : 
> cle, including statements of the problem, method of study, results, report. Text must be typewritten, double-spaced, with not more 
pe and conclusions. The abstract replaces the summary. than six references, and should not exceed 600 words. If tables or 
| figures are elements of the manuscript, please limit text length to 
i References.—List references in consecutive numerical order (not 400 words with a total of either three figures or tables, or a 
n alphabetically). Once a reference is cited, all subsequent citations combination of both. Tables must not exceed 12 lines in depth, 
E should be to the original number. All references must be cited in including the title. For manuscripts containing either one figure 
» the text or tables. Unpublished data and personal communications and one table, or two figures or two tables, maximum text length 
7 should not be listed as references. References to journal articles is 500 words. Manuscripts with text only may contain up to 600 
should include (1) author(s), (2) title, (3) journal name (as abbre- words. The usual synopsis-abstract should be omitted. 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should Letters.—All correspondence to the editor submitted for publica- 
£ include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) tion must be typewritten, double-spaced, with no more than five 
title of book, (5) city of publication, (6) publisher, and (7) year. references and two figures (submitted in duplicate.) They should 
Volume and edition numbers, specific pages, and name of trans- not exceed 500 words in length. Submit three copies of each letter. 
lator should be included when appropriate. The author is respon- Letters are published as space permits, and they are subject to 
| sible for the accuracy and completeness of the references and for editing at the discretion of the editor. Receipt of letters is not 
inte their correct text citation. acknowledged. 
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ANTIMICROBIAL SKIN” “CLEANSER 


e RAPID AND PERSISTENT BACTERICIDAL ACTION AGAINST 
A WIDE RANGE OF MICROORGANISMS r 


e VIRTUALLY NON-IRRITATING...WITH AN EXTREMELY nd PE 
LOW POTENTIAL FOR SENSITIZATION ER 


« * AS ELEGANT AS IT IS EFFECTIVE 


> STUART PHARMACEUTICALS 














Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 10096 dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 

The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. ( Technique: 
color imposed on photomicrograph, magnified 130X.) 


Lidex 


4 (fluocinonide) 
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SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 





LIDEX' (fluocinonide) 
Cream and Ointment 0.05% 


LIDEX’-E (fluocinonide) 
Cream 0.05% 


TOPSYN (fluocinonide) 


Gel 0.05% 


Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro- 
118. lóa, 17, 21-tetrahydroxypregna-1, 4-diene-3, 


20-dione, cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG* cream, a cream base of stearyl alcohol 
polyethylene glycol 6000, propylene glycol. 1, 2, 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. The active ingredient is 
totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. ina 


- water-washable aqueous emollient base of stearyl 


D 


alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and puritied water. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene glycol, propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 


nique is used, there will be increased systemic absorp- 


tion of the ‘corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 


The satety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 


— Dosage and Administration A small amount should 


be gently massaged into the affected area three or 
four times daily, as needed. 


How Supplied 

LIDEX Cream 0.05% — 15g., 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g.. 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g.. 30g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g., 30g. and 60g. tubes 
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PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 


We are a multi-office group expanding in California. 
There are now 16 associates including 8 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologist. Dermatolo- 
gist can exceed $6,000/MO. The opportunities are for 
full or part-time positions in California and Hawaii. 


If you are Board Certified or Eligible, we have the 


capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 





For the part-time occupational physician... 


An invaluable 
quick reference 
guide to 
occupational 


dermatoses 


The AMA's new guide, 
Occupational Dermatoses 
is an invaluable aid for 
physicians working part- 
time in occupational health 
programs. 

It provides a ready 
reference for specific in- 
formation on the causes, 
diagnosis, prevention, and 
treatment of occupational 
skin diseases. It also 
discusses management of 
prolonged and recurrent 
dermatoses, medico-legal 
aspects, and provides 
extensive references. 

To order your copy 
($1 ea.) of Occupational 
Dermatoses, OP-108, write: 
Order Dept., American 
Medical Association, 535 N. 
Dearborn St., Chicago, 

IIl. 60610. 


R) 
CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


Dosage: 50 mg b.i.d. 





MINOCIN 


4 MINOCYCLINE HCI 
adjunctive therapy 











for severe acne vulgaris 





Patient with Grade Ill acne before Patient with acne vulgaris clearing after 44 days 
MINOCIN therapy. of MINOCIN therapy. 


| BUT WHAT ABOUT TODAY... 





MINOCIN Minocycline HCI 


. Oral and Intravenous Brief Summary during tooth development (last half of pregnancy, infancy and child- BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
Contraindications: Hypersensitivity to any tetracycline hood to the age of 8 years) may cause permanent discoloration of the effects (lightheadedness, dizziness, vertigo) have been reported, may 
Warnings: Intravenous use, particularly in pregnancy, in daily doses teeth (yellow-gray-brown). This is more common during long-term use disappear during therapy, and always disappear rapidly when drug 

' exceeding 2 grams has been associated with deaths through liver but has been observed following repeated short-term courses. Enamel is discontinued. Caution patients who experience these symptoms 


m failure. When need for intensive treatment outweighs potential dan- hypoplasia has also been reported. Tetracyclines, therefore, should about driving vehicles or using hazardous machinery while taking this 
gers, perform renal and liver function tests before and during therapy; not be used in this age group unless other drugs are not likely tobe — drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 
also follow serum concentrations. In renal impairment, usual doses effective or are contraindicated. Photosensitivity manifested by an are found in fetal tissues, and can have toxic effects on the developing 


may fead to excessive accumulation and liver toxicity. Under such exaggerated sunburn reaction has been observed in some individuals fetus (often related to retardation of skeletal development). Embryo- 
conditions, use lower total doses, and, in prolonged therapy, determine taking tetracyclines. Advise patients apt to be exposed to direct toxicity has been noted in animals treated early in pregnancy. New- 
serum levels. This hazard is of particular importance in I.V. use in sunlight or ultraviolet light that such reaction can occur, and discon- borns, infants and children: All tetracyclines form a stable calcium 
pregnant or postpartum patients with pyelonephritis. In such cases, tinue treatment at first evidence of skin erythema. Studies to date complex in any bone-forming tissue. Prematures, given oral doses of 
( the blood level should not exceed 15 mcgm /ml. and liver function indicate that photosensitivity is rarely reported with MINOCIN 29 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 
^ - tests should be made at frequent intervals. Do not prescribe other Minocycline HCI. In patients with significantly impaired renal func- rate, reversible when drug was discontinued. Tetracyclines are present 


potentially hepatotoxic drugs concomitantly. The use of tetracyclines tion, the antianabolic action of tetracycline may cause an increase in in the milk of lactating women who are taking a drug in this class. 
i (cont d) 


MINOCIN — | 
MINOCYCLINE HCI ff | 
adjunctive therapy — 
for severe | : 
acne vulgaris 


SHE $ DOING 
WELL TODAY 


/ 


MINOCIN Minocycline HCI 

Oral and Intravenous Brief Summary (continued) 

Precautions: Use may result in overgrowth of nonsusceptible orga- 
nisms, including fungi. If superinfection occurs, institute appropriate 
therapy. In venereal diseases when coexistent syphilis is suspected, 
darkfield examination should be done before treatment is started and 
blood serology repeated monthly for at least four months. Patients 
on anticoagulant therapy may require downward adjustment of such 
dosage. Test for organ system dysfunction (e.g., renal, hepatic and 
hemopoietic) in long-term use. Treat all group A beta-hemolytic 
streptococcal infections for at least 10 days. Avoid giving tetracycline 
in conjunction with penicillin 

Adverse Reactions: GI: (with both oral and parenteral use): anorexia, 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- 
flammatory lesions (with monilial overgrowth) in anogenital region. 





Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
(uncommon). Photosensitivity is discussed above (‘Warnings’). Renal 
toxicity: rise in BUN, dose-related (see "Warnings '). Hypersensitivity 
reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
purpura, pericarditis, exacerbation of systemic lupus erythematosus 
In young infants, bulging fontanels have been reported following full 


therapeutic dosage, disappearing rapidly when drug was discontinued. 
Blood: hemolytic anemia, thrombocytopenia, neutropenia, eosinophilia. 


CNS: (see Warnings") When given in high doses, tetracyclines may 
produce brown-black microscopic discoloration of thyroid glands: no 
abnormalities of thyroid function studies are known to*occur 

NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
or magnesium impair absorption; do not give to patients taking oral 
minocycline. Studies to date indicate that absorption of MINOCIN 


Minocycline HC! is not notably influenced by foods and dairy products. 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using . 
hazardous machinery while on 
minocycline therapy. 


LEDERLE LABORATORIES f 
eq» A Division of American Cyanamid Compar 
Pearl River, N.Y. 10965 





» The Comeocyte 
- . Count Down. 


A high corneo- : Exsel® (selenium sulfide) 2.5% 
if Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium: bentonite: sodium 





Ww" 


y 


cyte count means | 


scaling, flaking and an 
itchy scalp. Unsightly 
and unwanted by your 
dandruff patients. 
Chances are 
they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 
Prescribe Exsel® 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 


-shampoo available. It 


gets rid of the unwanted 
corneocyte scales and 

retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
assuring greater patient 
acceptability and better 
compliance with your 
instructions. 





linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate; 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It’s nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 


Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


Irvine, California 92713, U.S.A. 


Count on Exsel. 


(selenium sulfide) 2.5% 
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Gri, PEG 


(griseofulvin ultramicrosize 
Tablets 125 mg 


ultramicrosize for 


Brief Summary of Prescribing Information 

ACTION: Human Pharmacology—The peak plasma level found in fasting adults 
beg oat g of Gris-PEG occurs at about four hours and ranges between 0.37 to 1.6 
mcg/ml. 

Comparable studies with microsize griseofulvin indicated that the peak plasma level 
sune in eerie adults given 0.5 g occurs at about four hours and ranges between 0.44 

o 1.2 mcg/ml. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline formu- 
lation of Gris-PEG is approximately twice that of conventional microsized griseofulvin. 
This factor permits the oral intake of half as much griseofulvin per tablet but there is 
no evidence, at this time, that this confers any significant clinical differences in regard 
to safety and efficacy. 

INDICATIONS: Gris-PEG (griseofulvin ultramicrosize) is indicated for the treatment 
of the following ringworm infections: Tinea ct gale: (ringworm of the body), Tinea pedis 
(athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae (barber's itch), Tinea 
capitis (ringworm of the scalp), and Tinea unguium (onychomycosis, ringworm of the 
nails), when caused by one or more of the following genera of fungi: Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton an bil det Trichophyton interdigi- 
talis, Trichophyton verrucosum, Trichophyton megnini, Trichophyton gallinae, Tricho- 
phyton crateriform, Trichophyton sulphureum, Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum gypseum and Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the infection should be 
identified. The use of the drug is not justified in minor or trivial infections which 
will respond to topical agents alone. Griseofulvin is NOT effective in the following: 





ultra-absorption. 


Bacterial infections, Candidiasis (Moniliasis), Histoplasmosis, Actinomycosis, Sporotri- 
chosis, Chromoblastomycosis, Coccidioidomycosis, North American Blastomycosis, 
id ooo Torulosis), Tinea versicolor and Nocardiosis. 
ONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage—Safety and Efficacy of Griseofulvin for Prophy- 
laxis of Fungal Infections Has Not Been Established. Anima! Toxicology —Chronic 
feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, resulted in the 
development of liver tumors in several strains of mice, particularly in males. Smaller 
particle sizes result in an enhanced effect. Lower oral dosage levels have not been 
tested. Subcutaneous administration of relatively small doses of griseofulvin, once a 
week, during the first three weeks of life has also been reported to induce hepatomata 
in mice. Although studies in other animal species have not yielded evidence of tumori- 
genicity, these studies were not of adequate design to form a basis for conclusions in 
this regard. In subacute toxicity studies, orally administered griseofulvin produced 
hepatocellular necrosis in mice, but this has not been seen in other species. Dis- 
turbances in porphyrin metabolism have been reported in griseofulvin treated labora- 
tory animals. Griseofulvin has been reported to have a colchicine-like effect on mitosis 
and cocarcinogenicity with methylcholanthrene in cutaneous tumor induction in labo- 
ratory animals. Usage in Pregnancy —The safety of this drug during pregnancy has not 
been established. Anima! Reproduction Studies—|t has been reported in the literature 
that griseofulvin was found to be embryotoxic and teratogenic on oral administration 
to pregnant rats. Pups with abnormalities have been reported in the litters cf a few 
bitches treated with griseofulvin. Additional animal reproduction studies are in prog- 


As innovative today as it was 





when it introduced a new era 


- Ingriseofulvin therapy 





e A patent is pending on the unique delivery system as it represents an advance in 
pharmaceutical technology which enhances dissolution and absorption 


e Absorption nearly complete (99%) without fatty meag The absorption of microsize 
griseofulvin in man has been found to average 43%* 


e Because it's biologically equivalent to 250 mg of griseofulvin microsize, Gris-PEG is 


effective at % the dose 


e Proven in clinical trials and usage for three years 


e Convenient, flexible dosage schedule...one tablet twice per day or two tablets once 


per day 


e Effective in all Tinea infections caused by fungi from genera known to be sensitive 


to griseofulvin 


e Economical for patients 


* Data on file, Dorsey Laboratories 


1979 Dorsey Laboratories/Division of Sandoz, Inc. 
10790 


ress. Suppression of spermatogenesis has been reported to occur in rats, but investi- 
gation in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ m function, including 
renal, hepatic and hematopoietic, should be done. Since griseofulvin is derived from 
species of Penicillium, the possibility of cross sensitivity with penicillin exists; however, 
known penicillin-sensitive patients have been treated without difficulty. Since a photo- 
sensitivity reaction is occasionally associated with griseofulvin therapy, patients should 
be warned to avoid exposure to intense natural or artificial sunlight. Should a photo- 
sensitivity reaction occur, lupus erythematosus may be aggravated. Griseofulvin de- 
‘creases the activity of warfarin-type anticoagulants so that patients receiving these 
drugs concomitantly may require dosage adjustment of the anticoagulant during and 
after griseofulvin therapy. Barbiturates usually depress griseofulvin activity and con- 
comitant administration may require a dosage adjustment of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confus on, and im- 
pairment of performance of routine activities. Proteinuria and leukopenia have been 
reported rarely. Administration of the drug should be discontinued if granulocytopenia 
occurs. When rare, serious reactions occur with griseofulvin, they are usually asso- 
ciated with high dosages, long periods of therapy, or both. 


a 

Dorsey 
LABORATORIES 

Division of Sandoz, Inc. * LINCOLN, NEBRASKA 68501 


DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection or 
reinfection. Concomitant use of appropriate topical agents is usually required particu- 
larly in treatment of tinea pedis. An oral dose of 250 mg of Gris-PEG (griseofulvin 
ultramicrosize) is pt pie aeg d equivalent to 500 of griseofulvin (microsized) 
USP (see ACTION Human Pharmacology). Adults: A daily dose of 250 mg will give 
a satisfactory response in most patients with tinea corporis, tinea cruris and tinea 
capitis. One 125 mg tablet twice per day or two 125 mg tablets once per day is the usual 
dosage. For those bo infections more difficult to eradicate such as tinea pedis 
and tinea ungon a divided daily dose of 500 mg is recommended. In all cases, the 
dosage should be individualized. Children: Approximately 5 mg per kilogram (2.5 mg 
per pound) of body weight per day is an effective dose for most children. On this basia 
the following dosage schedule for children is sug gne: Children ius hs, over 25 
kilograms (approximately 50 pounds) 125 mg to 250 mg daily; children weighing 15-25 
kilograms (approximately 30 to 50 pouode) 62.5 mg to 125 iur children 2 years 
of age and younger, dosage has not been established. Dosage should be individualized, 
as is done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the medication 
is not continued until the infecting organism is eradicated. 


(For complete details , please see full prescribing information.) 











. Eurax? 
. brand of crotamiton NF 
U- 

. Antipruritic 

. Scabicide 

E: C ras m 


. Prescribing Information 


- Description Eurax, brand of crotamiton, provides 
.. 10% of the synthetic, N-ethyl-o-crotonotoluide, in a 
. vanishing-cream base containing: glyceryl mono- 

stearate, lanolin, polyethylene glycol 540 blend, 
glycerin, polysorbate 80, methylparaben and pro- 
- pylparaben, perfume, oxyquinoline sulfate, liquid 
-petrolatum and white wax. 


and antipruritic actions. The mechanisms of these 


. actions are not known. 
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Actions Eurax, brand of crotamiton, has scabicidal 





| 
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If it's scabies that's making them itch 
There is only one scabicide which 


Is both miticidic 
And antipruritic 


It's Eurax, not lindane, so switch! 


Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications Eurax, brand of crotamiton, 
should not be administered to patients who are al- 
lergic to it or who manifest a primary irritation re- 
sponse. 


Warnings and Precautions Eurax, brand of cro- 
tamiton, should not be applied to acutely inflamed 
skin, raw, weeping surfaces, or in the eyes or 
mouth. Its use should be deferred until acute in- 
flammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Eurax’ 


crotamiton NF 


Dosage and Administration /n Scabies: Thor- 
oughly massage into the skin of the whole body 
from the chin down, paying particular attention to 
all folds and creases. A second application is ad- 
visable 24 hours later. Clothing and bed linen 
should be changed the next morning. A cleansing 
bath should be taken 48 hours after the last appli- 
cation. ° 


In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 


How Supplied Eurax, brand of crotamiton, cream: 
60-Gm. tubes. 665462 (Rev. 2/78) C78-6 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation > 
Ardsley, New York 10502 ; 


Geigy PEE. 


; Halog al 
Classified Pages 





b ATOPIC DERMATITIS 


8 patients; 10096 improved? 
(0.196 Cream) 
82 patients; 100% improved* 
(0.1% Cream) 
27 patients; 96% improved’? 
(0.1% Cream) 
14 patients; 100% improved? 
(0.196 Cream) 
171 patients; 9296 improved'* 
(0.196 Solution) 
249 patients; 9296 improved'? 
(0.025% Cream) 
214 patients; 95% improved?’ 
(0.196 Ointment) 
247 patients; 93% improved?’ 
(0.02596 Ointment) 


) CONTACT DERMATITIS 


33 patients; 100% improved’ 
(0.196 Cream) 


8 patients; 10096 improved"? 
(0.1% Cream) 


b NEURODERMATITIS 


12 patients; 83% improved? 
(0.196 Cream) 

18 patients; 89% improved? 
(0.196 Cream) 


> PSORIASIS 


45 patients; 95% improved? 
(0.1% Cream) 
153 patients; 94% improved? 
(0.196 Cream) 
23 patients; 9696 improved" 
(0.1% Cream) 
45 patients (17 with occlusion); 
95.5% improved? (0.1% Cream) 
49 patients (with overnight 
occlusion); 
% improved? (0.1% Cream) 
140 patients; 94% improved'? 
(0.196 Cream) 


) ECZEMATOID DERMATITIS | 53 patients: 98% imoroveo 


23 patients; 78% improved? 
(0.1% Cream) 
204 patients; 95% improved* 
(0.196 Cream) 
65 patients (12 with occlusion); 
10096 improved? (0.195 Cream) 
252 patients; 9796 improved"? 
(0.196 Cream) 
20 patients; 100% improved"? 
(0.196 Cream) 


(01979 E.R.Squibb & Sons, Inc. 359-502 


(0.1% Cream) 

32 patients; 100% improved”? 
(0.196 Cream) 

60 patients; 95% improved'^ 
(0.195 Cream) 

50 patients; 96% improved'* 
(0.196 Cream) 

27 patients; 96% improved'* 
(0.196 Solution) 


| 

105 patients; 100% improved" 
(0.1% Cream) 

194 patients; 78% improved"® 
(0.1% Solution) 

184 patients; 72% improved’? 
(0.025% Cream) 

166 patients; 87% improved?° 
(0.1% Ointment) 

279 patients; 73.5% improved?" 
(0.025% Ointment) 


> LOCAL 
ADVERSE REACTIONS 


O%of 33patients’ (0.1% Cream) 
O%of 88patients? (0.1% Cream) 
3% of 140 patients? (0.1% Cream) 
O%of 59patients* (0.1% Cream) 
1% of 457 patients € (0.1% Cream) 
O%of 23 patients’ (0.1% Cream) 
O96 of 132 patients? (0.1% Cream) 
O96 0f 49patients? (0.1% Cream) 
5% of 410 patients’? (0.1% Cream) 

% of 27 patients" (0.1% Cream) 
2% of 100 patients'? (0.1% Cream) 
2% of 50patients'* (0.1% Cream) 


O% of 27 patients'®(0.1% Solution) 
2.6% of 380 patients'®(0.1% Solution) 


O96 (Draize Test) of 251 volunteers"? 
(0.1% Solution) 


3% of 456 patients'*(0.02596 Cream) 
0% (Draize Test) of 220 volunteers'? 


(0.02596 Cream) 


0.25% of 400 pts*°(0.1% Ointment) 


0% (Draize Test) of 251 volunteers*° 
(0.1% Ointment) 


0.7% of 542 pts?'(0.025?6 Ointment) 


) HALOG CREAM 0.1% 


Halcinonide Cream 0.1% 


Contact Dermatitis (33 patients), 
97% improved' 

Atopic Dermatitis, Psoriasis, 
Eczematoid Dermatitis, 
Neurodermatitis 
(88 patients); 90% improved? 

Psoriasis (23 patients); 

96% improved’ 

Psoriasis (49 patients); 

96% improved? (with overnight 
occlusion) 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis, 
Neurodermatitis 
(47 patients); 98% improved* 

Psoriasis(60 ptsY9596 improved" 


Neurodermatitis, Atopic Dermatitis, 
Psoriasis, Eczematoid Dermatitis 


(59 patients); 98% improved* 
Psoriasis (50 patients); 

96% improved'5 
Atopic Dermatitis, Psoriasis, 

Neurodermatitis, 

Eczematoid Dermatitis 

(457 patients); 96% improved® 
Psoriasis (105 patients); 

100% improved" 
Eczematoid Dermatitis, 

Psoriasis (110 patients— 

12 eczematoid 

and 17 psoriasis cases 

had occlusive 

dressings); 98% improved® 
Atopic Dermatitis, Eczematoid 

Dermatitis, Psoriasis 

(27 patients); 88% improved" 
Eczematoid Dermatitis, Psoriasis 


(392 patients); 96% improved’? 


Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis 


S q 


(100 patients); 98% improved"? 
Atopic Dermatitis, Psoriasis, 

Eczematoid Dermatitis 

(54 patients); 10096 improved '? 


> HALOG SOLUTION 0.1% 


Halcinonide Solution 0.1% 


Psoriasis (27 patients); 
96% improved'® 

Atopic Dermatitis (171 patients); 
92% improved'* 

Psoriasis (194 patients); 
78% improved'? 


) HALOG OINTMENT 0.1% 
Halcinonide Ointment0.1% 


Atopic Dermatitis (214 patients); 
95% improved?° 

Psoriasis (166 patients); 
87% improved?° 


P HALOG CREAM 0.025% 


Halcinonide Cream 0.025% 


Psoriasis (184 patients); 
72% improved'? 

Atopic Dermatitis (249 patients); 
92% improved'? 


P HALOG OINTMENT 0.025% 


Halcinonide Ointment 0.025% 


Atopic Dermatitis (247 patients); 
93% improved?' 
Psoriasis (279 pts); 73.5% improved?" 


) REFERENCES 


1.Baiocchi O: Jornal Brasileiro de 
Ginecologia, September, 1973 
2.Leibsohn E, Bagatell FK: Brit 
J Derm 90:435-440, 1974 
3.Reinhard W, Weber G, Petres 
J: Zeitschrift fur 
Hautkrankheiten, April, 1974 
4.Jonquieres EDL, Favere M, 
PasutH: La Semana 
Médica 144:447-449, 1974 
5.Cordero A: La Semana Médica 
145:145-148, 1974 
6.Bagatell FK: Cutis14:459-462,1974 
7.Lepaw MI: Scientific Exhibit 
presented at Dec., 1974,meeting of 
American Academy 
of Dermatology, Chicago, IL 
8.Theodorides A, Stratigos l, 
Vareltsides A,etal: latrika Chronikà 
14:559-574, 1974 
9.Clark RF, Clement ER: 
Arch Derm 111:731-733, 1975 
10.Sudilovsky A, Clewe TH: Clin E 
Pharmacol 15:779-784, 1975 
11.Turnbull BC: AustJ Derm 
16:17-19, 1975 
12.Bleeker J: Curr Med ResOpinion 
3:225-228, 1975 
13.Savin RC: JInt Med Res 
4:34-36, 1976 
14.Kanof NB, Blau S: Cutis 
17:796-798, 1976 
15.Close JE: Int J Derm 
15:534-537, 1976 
16.Lepaw MI: Cutis 21:571-573,1978 . 
17.Savin RC; Dermatology 
1:34-38, 1978 
18-21.Data on file at Squibb Institute 
for Medical Research 


See adjacent column for brief 
summary. 
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HALOG* (HALCINONIDE) 





HALOG*(Halcinonide) 
CREAM/OINTMENT/SOLUTION 

Halog Cream 0.025% (Halcinonide Cream 
0.025%) and Halog Cream 0.1% (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 
cinonide per gram, respectively, in a specially for- 
mulated cream base. Halog Ointment 0.025% 
(Halcinonide Ointment 0.025%) and Halog Oint- 
ment 0.1% (Halcinonide Ointment 0.1%) contain 
0.25 mg and 1 mg halcinonide per gram, respec- 
tively, in Plastibase® (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 

PRECAUTIONS: General— f irritation develops, 


. discontinue the product and institute appropriate 


therapy. In presence of an infection, institute use of 
a suitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid until the infection has 
been adequately controlled. If extensive areas are 
treated or if the occlusive technique is used, there 
will be increased systemic absorption of the cor- 
ticosteroid and suitable precautions should be 
taken, particularly in children and infants. These 
preparations are not for ophthalmic use. 
Usage in Pregnancy —Although topical steroids 
have not been reported to have an adverse effect on 
human pregnancy, the safety of their use in preg- 
nant women has not been absolutely established. 
In laboratory animals, increases in incidence of 
fetal abnormalities have been associated with ex- 
posure of gestating females to topical corticoste- 
roids—in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 
Occlusive Dressing Technique —The use of occlu- 
sive dressing increases the percutaneous absorp- 
tion of corticosteroids. For patients with extensive 
lesions it may be preferable to use a sequential 
approach, occluding one portion of the body at a 
time. Keep the patient under close observation if 
treated with the occlusive technique over large 
areas and over a considerable period of time. Occa- 
sionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 
paired if large areas of the body are covered. Dis- 
continue use of the occlusive dressing if elevation of 
the body temperature occurs. Occasionally, a pa- 
tient may develop a sensitivity reaction to a particu- 
lar occlusive dressing material or adhesive and a 
substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial 
therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive.dressings: 
burning sensations, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, 
perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secon- 
dary infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 


. inserts. 


HOW SUPPLIED: 0.025% Cream in tubes of 15g 
and 60 g and in jars of 240 g (8 oz); 0.1% Cream 

in tubes of 15 g, 30 g, and 60 g and in jars of 240 g 
(8 02)70.02596 Ointment in tubes of 15g and 60g 
and in jars of 240 g (8 oz); 0.1% Ointment in tubes 
of 15g, 30g, and 60g and in jars of 240 g (8 oz); 
0.196 Solution in plastic squeeze bottles of 20 ml 
and 60 ml. 
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e^ A safe, 


economical method 


of permanent 
hair removal— 
from face, legs, body 
To save valuable office time, 
you can confidently recommend 


Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


@ No-puncture safety feature helps 
prevent infection. 


e Proved clinically safe 
(report on request). 


GENERAL MEDICAL CO., Dept D-109 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
[] INVOICE AFTER 30 DAYS 
O CHECK ENCLOSED 
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v] « Objective 
e Reliable 


EVALUATIONS 


$37.50 


AMA and ASCPT members call the 
PSG BOOKLINE for courtesy discounts. 


AMA DRUG EVALUATIONS, Third Edition, has 
set new standards for objectivity, reliability, and 
comprehensiveness in a drug compendium. The 
official AMA drug manual, it combines the best 
medical opinion of your colleagues and has been 
designed to give you the information you need on all 
recognized uses and routes of administration— labeled 


and unlabeled—for virtually all drugs currently 
available in the U.S. 


AMA-DE/3 covers virtually every significant drug 
prescribed in the U.S. today. That amounts to in- 
dividual evaluations for more than 1300 single-entity 
agents (61 new to this edition)— plus listings for 
hundreds of additional mixtures and proprietary 
preparations, both prescribed and over-the-counter. 


You can rely on AMA-DE/3 —whether you need 
detailed therapeutic information for a class of drugs 
you do not frequently prescribe—or simply a pack- 
age size or manufacturer's address. When you get in- 
formation from AMA-DE/3, you know it is accurate 
and clinically pertinent because it has been compiled 
by experts in the AMA's Department of Drugs work- 
ing closely with the American Society for Clinical 
Pharmacology and Therapeutics and a consulting 
panel of more than 300 contributing physicians and 
clinical pharmacologists. 


AMA Stylebook/Editorial Manual 


The Sixth Edition incorporates changes in style and 
usage obtained from experience in the editorial 
offices of AMA's Scientific Publications Division. 
Emphasis is on specific points of style used in JAMA 
and AMA's nine specialty journals. $6.50 





bookline 


call toll-free v S 
-5020 | ?4 hours, 7 days, within the continental U.S. 
500-225-5029 | Mass. residents call (617) 486-8973, collect. 


PSG MEDICAL BOOKS 
Littleton, MA 01460 


e Comprehensive 


Rx only 





Lotrimin:.- 
clotrimazole 


indicated for 
Trichophyton 
mentegrophytes, 
Trichophyton 
rubrum, 


Epidermophyton 


floccosum, 
Microsporum cenis, 
Candida albicans, 
and 

Melessezio furfur 


LOTRIMIN Cream 1% is supplied in 15 gm. 
and 30 gm. tubes. 

LOTRIMIN Solution 1% is supplied in 10 ml. 
and 30 ml. plastic bottles. 


LOTRIMIN® brand of clotrimazole 
CREAM 1%/ SOLUTION 1% 

FOR DERMATOLOGIC USE 
BRIEF SUMMARY 


CONTRAINDICATIONS 

LOTRIMIN Cream and Solution are contraindi- 
cated in individuals who have shown hypersen- 
sitivity to any of their components. 

WARNINGS 

LOTRIMIN Cream and Solution are not for 
ophthalmic use. 

PRECAUTIONS 

In the first trimester of pregnancy, LOTRIMIN 
should be used only when considered essential 
to the welfare of the patient. 

If irritation or sensitivity develops with the use of 
LOTRIMIN, treatment should be discontinued 
and appropriate therapy instituted. 

ADVERSE REACTIONS $ 
The following adverse reactions have been re- 
ported in connection with the use of this product: 
erythema, stinging, blistering, peeling, edema, 
pruritus, urticaria, and general irritation of the 


skin. FEBRUARY 1977 
10988365 11025030 


For more complete details, consult your 
Schering Representative or Professional 
Services Department, Schering Corporation, 
Kenilworth, N.J. 07033. 


Schering Corporation 
Kenilworth, New Jersey 07033 


Copyright ©1979, Schering Corporation. 
All rights reserved. 
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clotrimazole 
anticandidal and broad-spectrum 
antifungal coverege 


TINEA PEDIS (T. mentagrophytes) TINEA CRURIS (T. rubrum) 
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Please see Brief Summary on opposite page 





INTRODUCING..NEW SEBULEX 
CONDITIONING SHAMPOO WITH PROTEIN 
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Effective Dandruff Control 


Formulated for Improved Patient Accept- 
ance and Compliance 


Gives Hair the Body and Manageability 
Patients Want 


Helps Repair Split Ends and Reduces Fly- 
away Hair 


Leaves Hair Shiny, Clean, Fresh Smelling 


New Sebulex? Conditioning Shampoo pro- 
vides the combined anti-seborrheic/kerato- 
lytic actions of sulfur and salicylic acid. 
It penetrates the upper layers of the scalp 
epidermis to loosen, lift and rinse away un- 
sightly flakes and scales, and it removes cell 
debris and excess oil from hair shafts. Reg- 
ular use keeps hair and scalp free from scale 
build-up. 


THE IMPORTANCE OF PROTEIN: 


New Sebulex Conditioning Shampoo con- 
tains partially hydrolyzed protein that is heat- 
stable, hypoallergenic, and water soluble 
over the entire workable pH range. The opti- 
mal size of the protein molecule allows deep 
penetration through the cortex of hair fiber, 
and helps resist water rinse-out. Increased 
protein uptake in physically or chemically 
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damaged hair imparts extra body, manage- 
ability, sheen, and greater control to hair that 
may become dry and flyaway from other anti- 
dandruff therapy.” 


Laboratory studies 
demonstrate protein 
penetration helps 
close splintered 
hair shafts.* 









Artist's . 
Interpretation 


FLEXIBILITY: 


Gentleness combined with efficacy. Unlike 
"heavy metal" shampoos, New Sebulex Con- 
ditioning Shampoo is gentle enough for daily 
and pediatric use. New Sebulex Shampoo is 
ideal for adult problem dandruff; it leaves hair 
fresh smelling and nonoily. It is mild enough 


for your patients with tinted or bleached hair. . 


*Data on file, Westwood Pharmaceuticals Inc. 


WESTWOOD” 


PHARMACEUTICALS INC 
Buffalo, New York 14213 


Canada: Belleville. Ontario KBN5E9 


1979, W.P. Inc 
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90100 Bret service 


90110 Limited service 
arvice 










90130 Minimal service 





hese five digit numbers are CPT codes. There's one code for 
every medical, surgical, and diagnostic service you perform. Now 
here's where CPT can really save you a lot of time—and money. 
When you prepare a medical report, you merely insert the CPT 


code that identifies the procedure—eliminating the need for 
lengthy descriptions of procedures. 


90140 gne! service 






90150 Uumted service 


e 
90160 intermediate servic 


0 Extended service 
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Each procedure is listed and described separately, clearly, 
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CPT is a coding system that provides a uniform language 
SUBSEQUEN 


among physicians, patients, and third parties. 
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This fourth edition of Physicians’ CURRENT PROCEDURAL TERMINOLOG 
is the most comprehensive and current system available for naming, coding, and 


reporting medical procedures and services. It incorporates over 2,000 new and 
revised procedures. 


New Updating Service is available at no extra cost. To insure your CPT stays up 
to date as new terminology is added, you can receive new and revised proce- 


dures on a regular basis. Updates are on self-adhering pages to be affixed to the 
pages they replace. 


Order today! Buy two—one for yourself and one for your medical records clerk. 


Order Department, OP-41 
American Medical Association 
535 N. Dearborn St. 

Chicago, Illinois 60610 


Please send me. | | |. . ^ ÀJ copy(ies) of PHYSICIANS’ CURRENT PROCEDURAL TERMINOLOGY, 4th Edition. 
OP-41 ($12.00 per copy in U.S., U.S. Poss., Canada, and Mexico. $12.50 all other countries.) 


LI Send me information on CPT-4 magnetic computer tape versions. 
Please enclose payment (payable to AMA) with order. 
Please Print 


Namo a. Cour LL ALPE ictu by lun e runc AME Mini Arq CREME M AE 
Address; 5 77. oA Bee Pate e LOFT LUC 0 M IA MO RAPI MAE LOO SE E 
City/State/Zip 
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-  In4of every 5 patients testadi! 


- The one-course 
antifungal. 








Four of every five patients on MicaTin 

needed only one course of therapy to 

clear their infections and keep them clear, 

in well-controlled, double-blind clinical — 
" trials of over 200 patients. * 


MicaTin provided mycological clearance 
(KOH and culture] in 8396 and clinical 
clearance or improvement in over 9096 of 
patients treated for tinea pedis, * tinea cor 
poris, t tinea cruris, * candidiasis, and tinea 
versicolor. 


When those patients who were suc- 
cessfully treated and available for follow- 
up were given a post-treatment evalua- 
tion 2 to 4 weeks later, 9296 of them were 
found to be still clinically and mycologi- 
cally clear of their infection. 


/ Even in the toughest cases, in the 
toughest climate. 

The results of a double-blind, controlled 
study ' of 100 patients with t. pedis 
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conducted in the tropics reported the 
following: 

After a month of therapy, 90% of the 
patients were found to be clinically and 
mycologically clear. One month of 
post-treatment follow-up showed that 
93% of these patients maintained a good 
clinical and mycological response. This 
Study confirms the promise of MicaTin as 
the one-course antifungal. 


With these important clinical and 
patient benefits. 

SYMPTOMATIC RELIEF IS FAST —usually 
within 72 hours. 


SIDE EFFECTS RARELY OCCUR —see full 
prescribing information for complete list of 
side effects and contraindications. 


ECONOMICAL FOR TWO REASONS — 
economically priced, and, in most cases, 
one course of therapy clears the infec- 
tion..and it stays clear. 


So effective 
the first time around, 
its seldom needed 


Pa anaan el 








Before prescribing, please consult 
complete product information, a 
summary of which follows: 
indications: For topical application in 
the treatment of tinea pedis [athletes 
foot), tinea cruris, and tinea Corporis 
caused by Trichophyton rubrum, 
Epidermophyton floccosum, in the 
treatment of cutaneous candidiasis 
(moniliasis), and in the treatment of 
unea versicolor 

Contraindications: MicaTin has no 
known contraindications. 
Precautions: |f a reaction suggesting 
sensitivity or chemical irritation should 
occur, use of the medication should 
be discontinued. 

For external use only. Avoid 
introduction of MicaTin brand 
miconazole nitrate cream 296 and 
lotion 296 into the eyes 

Adverse Reactions: There have been 
Isolated reports of irritation, burning, 
and maceration associated with 
application of MicaTin 

How Supplied: MicaTin brand cream 
2% containing miconazole nitrate at 
2% strength is supplied in 3 Oz., | oz 
and 15 g. tubes. MicaTin brand lotion 
296 containing miconazole nitrate at 
296 w/w strength is supplied in 
polyethylene Squeeze bottles in 
quanuties of 12 and 30 ml 





*Data on file, Johnson & Johnson. 
T. corporis, t. cruris, and candidiasis 
should be treated B.I.D. for 2 weeks, 
t, versicolor once daily for 2 weeks, 
and t. pedis B.I.D. for one month. 


*When infecting organisms are 


Trichophyton rubrum, Trichophyton 
mentagrophytes and Epidermo- 
phyton floccosum. 

Reference: !. Ortiz, L.G. and Papa. 
C.M.: Clin. Therap. 1 (No. 6] : 444, 1978. 


AN ETHICAL SPECIFIC FROM THE 
DERMATOLOGICAL DIVISION OF 





Classic dermatitides 
demand the classic 
treatment: FLUONID 


(fluocinolone acetonide). 


The effective, mid-potenc 
corticosteroid. P 


Psoriasis 





FLUONID'fluocinoione acetonide) * goes PAGAN i has pled Prescribe FLUONID" 
i Over a decade of clinical success, wit : : 
The logical alternative more than ten million patients treated. (fluocinolone acetonide) the 
because it provides: Classic steroid from 
| 


e Safety There is a lower incidence of 


reported side effects than those associ- Herbert Laboratories: 
| ated with more potent steroids. rapid relief at ad 
| e Flexibility Fluonid is available in a reasonable cost. 
| 


full range of dosage forms: solution 
0.01%, cream 0.01% and 0.025%, and 
ointment 0.025%. 


| e Economy There are substantial savings 
| for your patients — a prime consideration 
| when you choose therapy. Herbert Laboratories, Irvine, California 92713 
Please see next page for summary of prescribing information 
48 2999-11-9 
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FLUONID 


:(fluocinolone acetonide) 


Fluonid® Ointment 0.025% 
Fluonid® Cream 0.01% 

Fluonid® Cream 0.025% 
Fluonid® Topical Solution 0.01% 


CONTAINS: 
Fluonid Ointment 0.025% 
fluocinolone acetonide 


Fluonid Cream 0.025% 


0.25 mg/g 


fluocinolone acetonide 0.25 mg/g 
Fluonid Cream 0.01% 

fluocinolone acetonide 0.1 mg/g 
Fluonid Topical Solution 0.01% 

fluocinolone acetonide 0.1 mg/ml 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 


— dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


Should not be used when circulation is markedly - 
impaired. 


WARNINGS: 


USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregnant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


PRECAUTIONS: If irritation develops, the prod- 


&7 uct should be discontinued and appropriate 


therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
ogclusive dressings than without such therapy: 
maceration of the skin, secondary infection, 


e skin atrophy, striae, miliaria. In some patients 


with dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 





Manufactured by: 
Marion Laboratories, Inc. 
, Kansas City, Missouri 64137 


Distributed by: 

Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
2525 Dupont Drive 

Irvine, California 92713, U.S.A. 
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Expand Your orizons 
And Those of Your 
Nursing Home Patients 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 
only book of its kind. 


The Table of Contents includes: 


* Doctor's Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

è Role Relationships of the Medical Director 

* The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

* Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 
should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 
compendium today. 


$3.50 


Order Dept./OP-22 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


Please send 





2 
I 
i 
I 
l 
1 
I 
i 
i 
- copy(ies) of THE MEDICAL DIREC- 
t TOR IN THE LONG-TERM CARE FACILITY, OP-22. at 
| $3.50 each. Enclosed is $ , payable to the 
l AMA. 
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Name 





Address 





City/State/Zip 
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The controlled cleanser shown 
superior both to soap and water 
and to insoluble abradant 


Shown superior in electron 
microsc studies 
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Before 


Cheek before treatment } 
with Komex cleanser 


After 


Cheek after 60-second 
Komex treatment 
Marked smoothing of 
stratum corneum (A); : 
near complete removal $ 
of desquamating 
epithelial tissue (B); hair 
follicle well cleansed with 
core loosened (C); facial 
hair artifact (D). i 
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With excellent patient acceptance 
In a five month study of 60 subjects with oily skin Komex effectively cleansed the skin, 
removed oils, and left skin smooth and soft in 92% of the patients." 























MMOVIDONS FR 0 o o ee 
SOFTENEDANDSMOOTHDSKN — 1 1 892X| 
0 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 


‘Sibley MJ, Browen RK, Kitzmiller KW: Abradant Cleansing Aids for Acne Vulgaris, Cutis 14: 269, 1974. 


Caution: Avoid contact with eyes, do not use on inflamed skin. If skin irritation develops, patient should discontinue use and consult physician. Not to 
be used on infants and children under three years of age. ©1979 Barnes-Hind Pharmaceuticals, Inc., Sunnyvale, California 94086 





When Plain Soap 
Can Be a Harsh Complement 
to Steroid Therapy 


What good does intensive steroid therapy do 
if ordinary commercial soap undoes the result? 
Make your therapeutic regimen a combination of effective acute relief 
with a steroid and continued patient comfort with AVEENO® BAR 
the soap substitute for sensitive, allergic skin. 
Available in 3.2-0z and 4.4-0z bars. 
Gentle, soothfng Aveeno” Bar avoids the potentially irritating alkalinity 
* ofcommercial soaps. It provides mild cleansing action without further challenge 


to already damaged skin. And for small wet dermatoses, it provides 
aconvenient alternative for use in the shower or sink. 


For Sensitive or Allergic Skin 


AVEENO BAR 


The SoapSubstitute 
For Sensitive, Allergic Skin 


Copen 


Laboratories, Inc. 
Dermatology Division 
Wayne, New Jersey 07470 
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Eczema illustrated by artist. 
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animporovea 
oetamethasone benzoate 
cream formulated for 
greater activity 


a New : 
Uticort ceam 
(betamethasone . 
benzoate) 


- 





Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary 
eczemas —atopic, contact, and others — preservative-free ^ infection. 

UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 
greater vasoconstrictor activity** than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- 
previously available betamethasone benzoate creams. ring in hairy areas. 


UTICORT CREAM is particularly useful for the Itchy, crusty Although the results of the standardized vasoconstrictor assay cannot be directly 


. ^ equated with topical efficacy in dermatologic therapy, they appear to have defi- 
Jesions of subacute eczema. UTICORT CREAM promptly re nite predictive value and correlate well with clinical efficacy 


lieves the severe pruritus of chronic eczema, thus minimiz- Data on file, Parke-Davis. 


Brief summary combined gel & cream 

Uticort" Gel (betamethasone benzoate gel, USP) 0.025% and Uticort" Cream (betamethasone benzoate) 0.095%. For External Use Only. Caution— Federal law prohibits dispensing without prescription 
ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of their anti-inflammatory, antipruritic, and vasoconstrictive actions. INDICATIONS: Uticort Gel (betamethasone benzoate gel, USP)/Uticort 
Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticostercid-responsive Germatoses. CONTRAINDICATIONS: Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any components of the preparation. PRECAUTIONS: If irritation develops, Uticort Gel (betamethasone benzoate gel, USP)/Uticort Cream (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted. In the presence of an infection the use of an appropriate antifungal or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled. If extensive areas are treated or if the occlusive technique is used there will be increased systemic 
absorption of the corticosteroid and suitable precautions should be taken, partic ularly in Children and infants. Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not been established absolutely. In laboratory animals, increases in incidence of fetal abnormalities have been associated with exposure of gestating females to 
topical corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant patients, in large amounts, or for prolonged periods of time Due to 
the alcohcl content of the vehicle, Uticort Gel (betamethasone benzoate gel, USP) may cause mild, transient stinging without irritation if used on excoriated skin. Uticort Gel (betamethasone benzoate gel, 
USP)/Uticcrt Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids, especially under 
occlusive dressings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic Contact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliana WF/WE 


PARKE-DAVIS 


à PARKE-DAVIS 
Division of Warner-Lambert Company 
PD- JA-9399-1-P (9-78) Morris Plains, NJ 07950 553 


THE FIRST SUNSCREEN WITH AFORMULA 
FOR WATER RESISTANCE— 


TEDTO GIVE SO? GREATE 


jonifson. & Johnson intodoted the first tension 
sunscreen arid proved it under rigorous test. conditions. 
< Now there's. new water-resistant SUNDOWN a; spore — 

' "Johnson & Johnson introduces ONDON. Extra Protection 
Sunscreen: 

Using d govemmentsproposed protocol lo testing ` 
water-resistant sunscreens, SUNDOWN Extra Protection 
Sunscreen, which started with an SPF of 6, was found lo > 

- "maintain an SPF of 6 aftér two 20-minute swims. 
& The ingredients that helped produce these results ore a. 
“ unique film-forming base and two sunscre 
, oxybenzone and Padimate O (octyl dimethyl PABA): a 
non-sensitizing PABA derivative. 

SUNDOWN applies evenly and dries quickly to an 
invisible, water-resistant film, yet iseasily washed off with 
soap and water. And SUNDOWN i$ compatible with Retin-A 
Brand tretinoin therapy. 


“SPF Sun Protection Factor, defines the relative degree of protection a su ‘one 
can offer. An SPF of 6 means that a person con sioy in Ses Qn six fries à 
than with no protection at alt Data on file, johnson & don. 
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SPF, Sun Protection Factor, is an 
index of sunscreen protection. If much of 
the sunscreen gets washed away when 
the patient goes swimming, the SPF is 
reduced. That's one of the reasons pa- 
fients get burned even when they use a 
sunscreen. 

Reduced SPF is not a problem with 
SUNDOWN. SUNDOWN has been proven 


Ly water-resistant in tests that measured the 


protection level of a sunscreen even after 
exposure fo sun and water. 

When you recommend new 
SUNDOWN Extra Protection Sunscreen, 
you are assured that the patient will be 
protected with an SPF of 6 both before and 
after swimming. Similarly, with the 
SUNDOWN Moderate Protection Formula, 
your patients will be protected with an SPF 
of 4 even after swimming. 

Don't choose a sunscreen for your 
patient who is a swimmer solely on the 
basis of SPF. Recommend the one with the 


- SPF that stands up to water — SUNDOWN. 


New SUNDOWN 

Extra Protection (SPF 6) contains: 
Padimate O (octyl dimethy! PABA) (4.0%), 
oxybenzone (3.096), alcohol (8.696), 
water, ammonium acrylate/acrylate 
copolymer, isopropy! myristate, benz yl 
alcohol, ammonium isostearate, stearyl 
alcohol, fragrance, xanthan gum, car- 
bomer 94] and edetate disodium. 


Original Formula SUNDOWN 


Moderate Protection (SPF 4) contains: 


Padimate O (octyl dimethyl PABA) (3.3%), 
alcohol (8.6%), water, ammonium 
acrylate/acrylate copolymer, isopropyl 
myristate, benzyl alcohol, ammonium 
isostearate, steary! alcohol, fragrance, 
Xanthan gum and carbomer 941. 


OGG 1979 





TUN SANS BRET ER 


AVI RS 


cSss === 
bt tt t+ 114 


ELL 
\*42249%" 


2 


VP SANA 
bti tros 
i ' 


alee 


a quick reference 
to the AMA’s large collection 
of medical films 


and its yours free 
with the coupon below 


You'll find nearly 100 pages of 
medical motion picture titles and 
descriptions in this new catalog— 
well over 300 titles and many of 
them brand new! All are available 


on loan basis for a slight service 
charge. : 


American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ATTN: Dept. of Audio Visual 
Self Learning Programs. 


Please send me your catalog: 
AMA Medical Health Film Library 
1976 


Name 

Title 
Organization 
Address 

City 
State/Zip 
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BIN 


Prompt and Effective 
. Topical Action for Everyday 


Steroid-Responsive 
 Dermatoses 


m Hapid onset of response. 

m Economy and convenience of b.i.d. dosage? 
m Occlusive dressings rarely needed. 

m Sensitivity is unusual. 


*Diprosone Aerosol is indicated solely for acute contact dermatitis in t.i.d. dosage 


Available for prescribing flexibility in cream, ointment, 
lotion, and aerosol. 


Please see Clinical Considerations section which follows. 


DIPROSONE' 

brand of betamethasone dipropionate, USP 

Cream 0.05%, Ointment 0.05%, Lotion 0.05% w/w, 
Aerosol 0.1% w/w 

(Potency expressed as betamethasone) 

For Dermatologic Use Only—Not For Ophthalmic Use 


Clinical Considerations: 


ACTIONS: DIPROSONE Cream, Ointment, Lotion, and 
Aerosol are primarily effective because of their anti- 
inflammatory, antipruritic, and vasoconstrictive actions. 


INDICATIONS: DIPROSONE Cream, Ointment, and 
Lotion are indicated for the relief of the inflammatory 
manifestations of corticosteroid-responsive dermatoses. 


DIPROSONE Aerosol is indicated solely for the adjunctive 
topical management for the relief of inflammatory manifes- 
tations of acute contact dermatitis. 


DIPROSONE Aerosol has not been shown to be effective 
in any steroid-responsive dermatosis other than contact 
dermatitis. 


CONTRAINDICATIONS: DIPROSONE Cream, Oint- 
ment, Lotion, and Aerosol are contraindicated in those 
patients with a history of hypersensitivity to any of the 
components of the preparations. 


DIPROSONE Aerosol is also contraindicated for use 
under occlusive dressings. 


WARNINGS FOR DIPROSONE AEROSOL: Keep 
DIPROSONE Aerosol away from eyes or other mucous 
membranes. Use only as directed; intentional misuse by 
deliberately concentrating or inhaling the contents can be 
harmful or fatal. Avoid freezing of the tissue by not spraying 
for more than three seconds, at a distance of not less than 
six inches. Contents under pressure. Do not puncture. Do 
not use or store near heat or open flame. Exposure to 
temperatures above 120° Farenheit may cause bursting. 
Never throw container into fire or incinerator. Keep 
DIPROSONE Aerosol out of reach of children. 


PRECAUTIONS: |f irritation develops with the use of 
DIPROSONE products, treatment should be discontinued 
and appropriate therapy instituted. In the presence of an 
infection, the use of an appropriate antifungal or antibac- 
terial agent should be instituted. If a favorable response 
does not occur promptly, the corticosteroid should be 
discontinued until the infection has been adequately con- 
trolled. 


It should be recognized that any of the side effects reported 
following systemic use of corticosteroids, including adre- 
nal suppression, may also occur following their topical use, 
especially in infants and children. Systemic absorption of 
topically applied steroids will be increased if extensive body 
surface areas are treated or if the occlusive technique is 
used. Therefore, under these circumstances, suitable pre- 
cautions should be taken when long-term use is antici- 
pated, particularly in infants and children. 


Although topica! steroids have not been reported to have 
an adverse effect on human pregnancy, the safety of their 
use in pregnant women has not been absolutely estab- 
lished. In laboratory animals, increases in incidence of fetal 
abnormalities have been associated with exposure of 
gestating females to topical corticosteroids, in some cases 
at rather low dosage levels. Therefore, drugs of this class 
should not be used on pregnant patients, in large amounts 
or for prolonged periods of time. DIPROSONE products are 
not for ophthalmic use. 


ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corticosteroids 
especialy under occlusive dressings: burning; itching; 
irritation; dryness; folliculitis; hypertrichosis; acneiform 
eruptions; hypopigmentation; perioral dermatitis; allergic 
contact dermatitis, maceration of the skin; secondary 
infection; skin atrophy; striae; miliaria. 


DOSAGE AND ADMINISTRATION: DIPROSONE 
Cream and Ointment are applied as a thin film over the 
affected skin areas twice daily, in the morning and at night. 
Clinical studies of DIPROSONE have indicated that appli- 
cations twice a day are generally adequate. 


Apply a few drops of DIPROSONE Lotion to the affected 
areas and massage lightly until it disappears. Apply twice 
daily, inthe morning and at night. For the most effective and 
economical use, apply nozzle to affected area and gently 
squeeze bottle. 


DIPROSONE Aerosol may be held upright or inverted 
during use. The spray should be directed onto the affected 
area from a distance of not less than six inches and applied 
for only three seconds. Apply DIPROSONE Aerosol spar- 
ingly to the affected skin area three times a day. 


Aerosol packaged by Aerosol Techniques, Inc., Armstrong 
Laboratories Division, West Roxbury, MA 02132. 


For more complete details, consult package insert or 
Schering literature available from your Schering 
Representative or Professional Services Depart- 
ment, Schering Corporation, Kenilworth, New Jerse 
07033. JANUARY 197 





For the convenience 
of your patients... 





DAB-O-MATIC™ 
applicator bottle 


DRYSOL is now available 


in two packages. The 
polyethylene bottle is 
| particularly 
useful for 
certain 
conditions. 





PERSON & 
COVEY INC. 


GLENDALE. CA 91201. USA, 
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sto help the skin restore 
Aproved condition, softening the - 
1g to eliminate rough ness, 
ir 8 and scaling. 
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Yp rov en effectiveness ie 
; double-blind clinical studies _ 
Xs 574 t men and women proved that _ 
A was significantly effective in 
12 “dry skin problems. 
vides immediate relief 
LA quickly lubricates the skin to 
mediate relief from rough, dry skin. 
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pi protection with regular use 
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SUPPLIED: 2 OZ. TUBES "WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y. 115! 


DISTRIBUTOR IN CANADA ; 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUE 


AU V .10 


thet reduces embarrassing 
redness wnile encouraging 
treatment compliance 


KOMED HC 


(hydrocortisone acetate 0.5%, sodium 


thiosulfate 8%, salicylic acid 2%) 


Your patients compliance with 


prescribed treatment is often as 


important as the therapy itself. 


Daytime application of KOMED”HC 
helps reduce both acne redness 
and inflammation that frequently 


results from harsher treatment. 


The KOMED HC combination of anti- 
inflammatory and anti-acne agents 
gently controls acne during the day, 
encouraging patient compliance 


with ongoing therapy. 





Effective daytime control for 


acne vulgaris 





Unique skin-drying base 
reduces surface oiliness 





` Colorless, odorless — works 
Teven if patient applies makeup 





KOMED’' HC 
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TFor daytime control of acne and inflammation EN 


due to harsher anti-acne agents. 


Contraindications: Topical steroids ore contraindica- 
ted in those patients with a history of hypersensitivity 
to any of the components of the preparation 
Precautions: If irritation develops, the product should 
be discontinued and appropriate therapy instituted 

in the presence of an infection. the use of an appropri 
ate ontifungal or antibacterial agent should be insti- 
tuted. If a favorable response does not occur promptly 
the corticosteroid should be discontinued until the infec 
tion has been adequately controlled 

If extensive areas are treated or if the occlusive tech- 
nique is used. there will be increased systemic absorp- 
tion of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants 
Although topical steroids have not been reported to 
have an adverse effect on human pregnancy. the safety 
Of their use in pregnant women has not been absolutely 
established. In taboratory animals, increases in inci 


N 
dence of feta! abnormalities have been associated 
with exposure of gestating females to topical cortico 
steroids. Therefore. drugs of this class should not be used 
extensively on pregnant patients, in large amounts, or 
for prolonged periods of time. Not for ophthalmic use 
or use around the eyes 
Adverse Reactions: The following local adverse re 
actions have been reported with topical cortico 
steroids especially under occlusive dressings: burn 
ing. itching, irritation, dryness. folliculitis. hypertricho 
sis, acneform eruptions. hypopigmentation. perioral 
dermatitis, allergic contact dermatitis., maceration 
of the skin, secondary infection, skin atrophy. striae 
ond milioriao 


BARNES-HIND PHARMACEUTICALS, INC. 


sunnyvale, California 94086 


© 1979 Barnes-Hind Pharmaceuticals. Inc 


DEDICATED TO THE PROTECTION 


OF THE HUMAN TERRAIN BARNES-HIND 





Shes well protected 
bytwoactive — 
sunscreen agents... 





Effective protection from a broad range of 
harmful solar rays 


TWO — not one — effective sunscreen agents 
Padimate-O 2.596 (a PABA derivative) and Dioxybenzone 396: better 
protection than is provided by either agent alone. SUNGARD 
extends its protection beyond the sunburn (UVB) spectrum into the 
photosensitivity range (UVA) better than PABA alone.* 


Inhibits or minimizes photosensitivity reactions 


BLOC 


UV Wavelength (nanometers) 


The above data reflect ultraviolet absorption efficiency as recorded by Beckman 
spectrophotometric measurement; they are not a precise indication of the degree of 
protection afforded in actual clinical (field) use. 


Durable protection 


SUNGARD provides more durable protection on the skin than from 
PABA 5% (PRESUN) or octyl dimethyl PABA 3.3% (SUNDOWN), as 
demonstrated by the amount of sunscreen agent remaining on the 
skin after water-wash procedures.* SUNGARD, with an SPF (Sun 
Protection Factor) of 6.3, allows patients to stay in the sun 6 times 
longer than before (assuming no heavy perspiration or prolonged 
Swimming). That means fewer applications... greater economy. 


Gradual, natural tanning 


Your sun-sensitive patients can attain a desirable degree of tanning 
with repeated exposures. As with all sunscreen agents, however, 
caution your patients about the importance of maintaining 
continuous protection by reapplying SUNGARD every 3 to 4 hours. 


Dome an I Dome Division Miles Laboratories Inc 
Division M I LE S West Haven Connecticut 06516 USA 


*Data on file at Dome Division, Miles Laboratories, Inc. © 1979 DOME DIVISION, MILES LABORATORIES, INC. ALL RIGHTS RESERVED, 
















cA young man named Icarus found 
with wings he could fly 'round and 'round. 
*He had nary a hitch 
till intractable itch 
brought him quickly back down to the ground. 
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For itching and redness due to inflammation caused by corticosteroid-responsive dermatosis 


Cordran works 


4'ways E 


Ways 


Please see adjoining column for summary of prescribing information. 
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Cordran* and Cordran®SP 


N39 flurandrenolide 


Cordran* Tape 
flurandrenolide tape 


Brief Summary. Consult the package literature 
for prescribing information. 


Description: Cordran is a potent corticosteroid . 


intended for topical use. 


Actions: Cordran is primarily effective because 
of its anti-inflammatory, antipruritic, and vaso- 
constrictive actions. ; 

Evaporation of water from the lotion vehicle 
produces a cooling effect often desirable in treat- 
ment of acutely inflamed or weeping lesions. 

The tape serves as both a vehicle and an occlu- 
sive dressing and its retention of insensible 
perspiration results in hydration of the stratum 
corneum and improved diffusion of the medica- 
tion. The skin is protected from scratching, rub- 
bing, desiccation, and chemical irritation. The 
tape acts as a mechanical splint to fissured skin, 
and since it prevents removal of the medication 
by washing or the rubbing action of clothing, it 
provides a sustained action. 


Indications: For relief of the inflammatory mani- 
festations of corticosteroid-responsive derma- 
toses. Cordran Tape is indicated particularly for 
dry, scaling localized lesions. The lotion form is 
especially advantageous in the treatment of 
acutely inflamed lesions. 


Contraindications: Topical corticosteroids are 
contraindicated in patients with a history of hyper- 
sensitivity to any of the components of these 
preparations. 

Use of Cordran Tape is not recommended for 
lesions exuding serum or in intertriginous areas. 


Precautions: |f irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, an appropriate 
antifungal or antibacterial agent should be used. 
If a favorable response does not occur promptly, 
the corticosteroid should be discontinued until 
the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid, and suit- 
able precautions should be taken, particularly in 
Children and infants. 

Although topical corticosteroids have not been 
reported to have an adverse effect on human 
pregnancy, the safety of their use on pregnant 
women has not been absolutely established. In 
laboratory animals, increases in incidence offetal 
abnormalities have been associated with expo- 
sure of gestating females to topical corticoste- 
roids, in Some cases at rather low nage levels. 
Therefore, drugs of this class should not be used 
extensively, in large amounts, or for prolonged 
periods of time on pregnant patients. 

These products are not for ophthalmic use. 


Adverse Reactions: The following local adverse 
reactions have been reported with topical corti- 
costeroid formulations: acneform eruptions, 
allergic contact dermatitis, burning, dryness, fol- 
liculitis, hypertrichosis, hypopigmentation, irrita- 
tion, itching, perioral dermatitis. 

The following may occur more Vet ndi with 
occlusive dressings (such as Cordran Tape): 
maceration of the skin, miliaria, secondary infec- 
tion, skin atrophy, striae. 

In addition, the tape vehicle may cause purpura 
and stripping of the epidermis. 


Administration and Dosage: For moist lesions, a 
small quantity of the cream or lotion should be 
rubbed gonn into the affected areas two or three 
times a day. For dry, scaly lesions, the ointment is 
applied as a thin film to affected areas twoor three 
times daily. 

Replacement of the tape every 12 hours pro- 
duces the lowest incidence of adverse reactions, 
Qut it may be left in place for 24 hours if it is well 
tolerated and adheres satisfactorily. When neces- 
sary, the tape Set hs used at nighttime only and 
removed during the day. 

lf ends of the tape loosen prematurely, they may 
be trimmed off and replaced with fresh tape. 

(111578] 

Cordran Tape is processed for Dista Products 
Company by Minnesota Mining and Mfg. Co., 
St. Paul, Minn. 55101. 


D CreamCordran SP. 0.0596,0.0259, 
D Ointment Cordran,0.05%,0.025% 
C Cordran Tape 

0 Lotion Cordran,0.05% 


Additional information available to the profession 
on request. 


Dista Products Company 
Division of Eli Lilly and Company 
Indianapolis, Indiana 46206 900364 


Department of Dermatology of 
The Graduate Hospital 
University of Pennsylvania 
School of Medicine 


announces the 21ST ANNUAL 
POSTGRADUATE COURSE IN 
DERMAL PATHOLOGY 


Marriott Hotel, Philadelphia, Pa., 
August 19-24, 1979, Registration 
Fee: $400. For more information, 
contact: Waine C. Johnson, M.D., 
Department of Dermatology, The 
Graduate Hospital, 415 S. 19th 
St., Philadelphia, Pa. 19146. (215) 
893-2717. 














SYNALAR’ 

(fluocinolone acetonide) 

CREAM 0.025%, 0.01% 

OINTMENT 0.025% 

SOLUTION 0.01% 

SYNEMOI* Cream 0.025% 

SYNALAR-HP*Cream 0.2% 

Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide 
Synalar cream contains fluocinolone acetonide 0.25 mg. 
or 0.1 mg./g. in a water-washable aqueous base of stear 
acid, propylene glycol, sorbitan monostearate and 
monooleate, polysorbate 60, purified water and citric ac 
with methylparaben and propylparaben as preservatives 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 

Synalar solution contains fluocinolone acetonide 0.1 mg./ 
in a water-washabie base of propylene glycol with citric ack 
Synemol cream contains fluocinolone acetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
steary! alcohol, cetyl alcohol, mineral oil, propylene glyci 
sorbitan monostearate, polysorbate 60, purified water an 
citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg. 
in a water-washable aqueous base of stearyl alchol, cet 
alcohol, mineral oil, propylene glycol, sorbitan 
monostearate. polysorbate 60, purified water and citric a 
with methylparaben and propylparaben as preservatives. 
Indications inflammatory manifestations of corticosteroic 
responsive dermatoses. 

Contraindications Topical steroids are contraindicated ir 
patients with a history of hypersensitivity to any of the 
components of the preparation. 

Synalar-HP* (fluocinolone acetonide) 0.2% cream should i 
be used on infants up to two years of age. 

Precautions If irritation develops, discontinue the produc! 
and institute appropriate therapy. 

In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 

corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant women has 

not absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids. in some cases at rather low dosage levels 
Therefore, drugs of this class should not be used extensive 
on pregnant patients, in large amounts or for prolonged 
periods of time. 

These products are not for ophthalmic use. È 
Synalar-HP cream should not be used for prolonged perio 
and the quantity per day should nof exceed 2 g. 

of formulated material. 

Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis. allergic contact 
dermatitis. maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. 


How Supplied 

Synalar* (fluocinolone acetonide) 
Cream 0.025% — 15 and 60g. tubes and 120 and 425g. jc 
Cream 0.01% —15, 45 and 60g. tubes and 120 and 425g. jc 
Ointment 0.025% —15 and 60g. tubes and 425g. jars. 
Solution 0.01% —20 and 60cc. plastic squeeze bottles. 


Synemol* (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes. 


Synalar-HP* (fluocinolone acetonide} 
Cream 0.2% — 12g. tubes. 
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Original Contributions 


Epidermal Dystrophy 


| Occurrence After Psoriasis Therapy With 
$ Psoralen and Long-wave Ultraviolet Light 


Alvin J. Cox, MD, Elizabeth A. Abel, MD 


€ Focal dystrophy of epidermal cells 
has been recognized in about half of 37 
patients treated with psoralen and long- 
wave ultraviolet radiation (PUVA) for 
psoriasis. This lesion appeared in many 
patients by the end of the clearing phase 
of therapy and was present to a similar 
degree one year after the beginning of the 
treatment. It is probable that most such 
changes are transient, but the appearance 
suggests the possibility that cells have 
undergone somatic mutation that poten- 
tially could be dangerous. 

(Arch Dermatol 115:567-570, 1979) 


See the introduction of psoralen 
and long-wave ultraviolet light 
(PUVA) therapy for psoriasis, there 
has been concern regarding possible 
serious, long-term, injurious effects of 
this therapy. The formation of psoral- 
en adducts to DNA resulting from 
UVA photoactivation is well known,’ 
and this process may prevent cell 
multiplication. Sister chromatid 
changes are increased in cells exposed 
to PUVA.*5 Igali et alë demonstrated 


* mutation in bacteria treated in this 


way. Morhenn et al' have shown 
increased susceptibility of similarly 
treated cultured fibroblasts to viral 
transformation. Skin tumors have 
been produced in albino mice by multi- 
ple exposures to PUVA.*" These 
observations suggest that nonlethal 


Accepted for publication Oct 16, 1978. 

From the Department of Dermatology, Stan- 
ford (Calif) University Medical Center. 

Reprint requests to Department of Dermatolo- 
gy, Stanford University Medical Center, 300 
"Pasteur Dr, Stanford, CA 94305 (Dr Cox). 


_ Arch Dermatol—Vol 115, May 1979 


injury produced by PUVA may alter 
the transmission of genetic informa- 
tion during cellular DNA replication. 

Nevertheless, there is little evidence 
that persistent injury to human 
epidermal cells follows PUVA therapy 
for psoriasis. Indeed, Fitzpatrick et 
al have suggested the view, based on 
observations of patients with vitiligo, 
that long-term changes after psoralen 
photochemotherapy are absent or in- 
significant. Isolated necrotic epider- 
mal cells have been observed in 
PUVA-treated epidermis," but 
these appear to be acute changes and 
are not clearly different from those 
seen in psoriatic lesions treated with 
other agents.^ A few such cells may 
be seen in untreated psoriatic plaques. 
Bergfeld,^ in a study of histological 
changes in PUVA-treated skin of 
psoriatic patients, did not observe 
evidence of injury to epidermal kera- 
tinocytes after three to 18 months of 
therapy, and Hashimoto et al" did not 
identify signs of long-term epidermal 
injury in studies using electron mi- 
croscopy. Braun-Falco et al? reported 
dystrophic epidermal changes in one 
patient after 40 PUVA exposures, but 
suggested that this may have been 
related to an intake of arsenic 15 
years previously. In biopsy specimens 
from other patients obtained up to 300 
days after initiation of PUVA treat- 
ment, these authors reported no atypi- 
cal cells in the Malpighian layer of the 
epidermis. 

The present report records more 
frequent changes in human epidermal 
keratinocytes after PUVA therapy 
than have been recognized hereto- 
fore. 


MATERIALS AND METHODS 


Thirty-seven patients under PUVA ther: 
apy for psoriasis at Stanford University 
Medical Center or the Palo Alto Veteran: 
Administration Hospital were studied ove 
a one-year period of continued treatment. 

Administration of PUVA was carriec 
out under two investigational protocols 
that differed mainly in the initial quantity 
of light administered and the light unit 
employed. The patients received methox: 
salen orally in doses of approximately 0.6£ 
mg/kg of body weight two to three hour: 
before irradiation, which was conducted ir 
a walk-in light unit containing 64 high. 
intensity UVA lamps (FR74T12) or ir 
another walk-in unit containing 48 high. 
intensity UVA lamps (F72T12/BL/HO) 
No additional filters were used. The initia 
UVA light exposure was from 0.5 to*2.£ 
joules/sq cm under one protocol and 1.5 tc 
5.5 joules/sq cm under the other. Withir 
these ranges, the exposure depended on the 
skin type. Subsequent exposure times were 
increased at different rates according tc 
the protocols. Treatments were given twc 
or three times per week until the lesions 
had cleared, and maintenance therapy wa: 
continued usually at one-, two-, or three- 
week intervals. Several patients appeared 
irregularly for treatment, but in only twc 
was the interval between the last treat. 
ment and the one-year biopsy longer than 
three weeks. In these two the interval wa: 
5% weeks. The total amount of UVA 
administered per patient during the one- 
year period ranged from 200 to 1,278 
joules/sq em. 

Three-millimeter punch biopsy speci- 
mens for microscopical examination were 
obtained from clinically uninvolved and 
involved skin of a sunlight-protected part 
of the body, usually the buttock, immedi- 
ately prior to the onset of the therapy and 
again after one year or slightly longer, 
Sequential specimens came from the same 
area; those from involved skin at one year 
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represented either regressed lesions or 
new lesions arising after the initial clear- 
ing. At the one-year period, 36 patients 
also provided biopsy specimens (usually 
with a l-mm punch) from sunlight- 
exposed, clinically uninvolved skin of the 
forearm. Pretreatment control specimens 
of forearm skin were available from 14 of 
the patients. In addition to the initial and 
one-year specimens, skin samples were 
removed at the end of the clearing phase 
from sunlight-protected skin of 26 of the 
patients. 

After fixation of the tissue in buffered 
formaldehyde solution, followed by paraf- 
fin embedding, 6-a sections for light 
microscopy were stained with hematoxy- 
lin-eosin, Verhoeff elastic-van Gieson 
stains, and a colloidal iron-PAS method. 


RESULTS 


Thickening of the stratum corneum 
and pigmentary changes such as those 
described by others were observed 
regularly in the posttreatment speci- 
mens. In about half of the one-year 
specimens of sunlight-protected skin, 
in clinically uninvolved skin, there 
were dystrophic epidermal changes 
consisting of irregularly scattered 
small foci of abnormal keratinocytes 
that were distinctly different from 
irregular cells that were sometimes 
present in pretreatment control speci- 
mens. Abnormally large hyperchro- 
matic nuclei occurred in single cells 
(Fig 1) or small cell clusters (Fig 2), 
and there was focal disorientation of 
keratinocytes with respect to the 
usual progression of maturation. The 
large nuclei were most frequent at the 
base of the epidermis, but were also 
situated at higher levels (Fig 3). The 
clusters of atypical cells sometimes 
suggested clones. Some of the atypical 
nuclei were lobulated or double. The 
chromatin pattern was frequently 
irregular, producing a spongy appear- 
ance. Nucleoli were often large. Occa- 
sionally a large cell was in mitosis. 
The cytoplasm of the atypical cells 
was varied. It was usually prominent 
and it was often clear, suggesting 
intracellular edema. Use of the PAS 
reaction indicated that this did not 
represent glycogen storage. Separa- 
tion of the cytoplasm from that of 
neighboring cells also was observed. 
Occasionally, isolated necrotic cells lay 
among the dystrophic cells. There was 
little modification of the epidermal 
thickness or of the structure of the 
stratum corneum in the involved 
areas. Careful examination was re- 
quired to recognize the mild changes. 
Alterations were more prominent in 
one or more of the specimens from 11 
cases, but even the larger groups of 
atypical keratinocytes (Fig 4) were 
less than 0.25 mm broad. 
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In addition to the distinctly atypical 
cells, there were often minor irregu- 
larities, such as multiple nuclei in 
keratinocytes or variation in nuclear 
size of a degree present in control 
specimens; so even though these 
features were more prominent in 
treated skin, they could not be identi- 
fied as specific results of the photo- 
chemotherapy. The more distinct ab- 
normalities described above were not 
present in the control specimens. 

Exact quantitation of the dystroph- 
ic epidermal changes is not possible 
because of the small size of the 
samples and the irregularity of the 
abnormal foci, which were sometimes 


. ~ 


too infrequent to permit reliable 
quantitative interpretation. Estima- 
tions based on the degree and 
frequency of the cytologic changes, 
however, provide an approximation of 
the severity of the process. This is 
illustrated in the Table, which com- 
pares sunlight-protected and sunlight- 
exposed skin after one year of PUVA 
therapy. The prevalence of lesions was 
similar in the two skin areas, although 
prominent changes were a little more 
frequent in the sunlight-exposed skin. 
Moderate or severe actinic elastosis 
was present in association with all of 
the seven instances of prominent 
epidermal dystrophy in the arm, in 





Fig 1.—Giant nucleus in dystrophic basal keratinocyte of PUVA-treated, clinically 
uninvolved skin (hematoxylin-eosin, original magnification x 1,120). 





! 
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Fig 2.—Cluster of enlarged hyperchromatic nuclei (arrows) suggests clone of atypical 
keratinocytes (hematoxylin-eosin, original magnification x 740). > 
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` contrast to its prevalence in only ten prominent than in clinically unin- there was no distinct difference in 2 
of the 29 specimens from sunlight- volved skin, and was rare in new degree at the different sampling peri- 
V exposed areas in which dystrophy was psoriatic plaques. ods. : 
absent or mild, suggesting that sun- The 26 specimens from sunlight- No relationship was identified be- A 


A! 


light exposure may have influenced protected, clinically uninvolved skin tween the degree of epidermal change 
the severity of the epidermal dys- procured at the time the psoriatic and the total administered joules of 
trophy. No elastosis was induced in lesions had first cleared under PUVA UVA light, the skin type, the treat- 
any PUVA-treated, non-sun-exposed therapy showed changes similar to ment schedule, the patient's age or 
area. those at one year. The amount of sex, or the response of the psoriasis to 
Epidermal dystrophy was present change at one year was estimated as the therapy. 
in regions of regressed psoriatic greater in 8, less in 3, and the same in 
lesions, but was almost always less 15 patients, and it was concluded that 
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COMMENT 


The type of dystrophic epidermal 
change described here is similar to 
that which occurs in actinic keratosis 
and in some lesions resulting from 
light sensitivity. Since some UVB is 
present in the light used in PUVA | 
therapy, estimated as 1% to 376 of the — .- 
total energy (written communica- 3 
tions, GTE Sylvania Inc, Salem, Mass, E 
February 1976, and General Electric X 
Co, Cleveland, April 1976), the possi- 
bility exists that all or part of the 
observed dystrophic ^ epidermal 
changes are UVB-induced. This e 
amount of UVB has been shown to - 
result in unscheduled DNA synthesis, 
presumably representing repair of 
DNA damage in human epidermal 
cells." An augmentative effect on the 
i ! Da epidermis of combined UVA and UVB : 

Fig 3.—Several large keratinocyte nuclei in region where cells are less uniform and less €XPosure has been reported. An " 
“— well oriented than normal (hematoxylin-eosin, original magnification x 500). added effect of sunlight could account 
for the slightly greater severity of 
prominent changes in sun-exposed 
skin depicted in the Table. This possi- 
bility requires further study. It sug- 4 
gests the desirability of minimizing | 
the UVB content of the light used in 
PUVA therapy. 

The observed difference in the 
degree of epidermal change in differ- 
ent individuals, unrelated to measura- 
ble differences in the application of 
PUVA therapy, appears to represent 
something other than a result of inad- 
equate sampling since the majority of 
the patients exhibited similar 
amounts of dystrophy in specimens 
taken at the beginning of mainte- 


; oT | WERE : nance therapy and at one year. This 
Fig 4.—Prominent lesion in sunlight-exposed skin shows considerable irregularity of 


. nuclear size and orientation. At right, epidermis is not altered (hematoxylin-eosin, DEKEN e i aged ime! P pa 
original magnification x 400). p y, 


: nature of which is not apparent. This 
was not reflected by the patients' skin 


types as determined clinically. It is 

effects of PUVA and some factor 
ceo imu other than UVB. The reported case of 
Sunlight-Protected Skin Sunlight-Exposed Skin Braun-Falco et al" may represent a 
combined effect of PUVA and arsen- 
ic. We have recognized a similar case 
in which not only dystrophic epider- 
mal changes, but also arsenical kera- 








RM MÓ——Ó—— 
Before Teamen, M 1 yr Before Commen ane 1 yr 
anaes or minimal* 





toses developed early during PUVA 

s therapy. Epidermal dystrophy was not 

. ^^  *Not distinctly different from controls. observed in pretreatment control 
v 
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specimens from this patient. In a 
reported patient previously treated 
with arsenic, basal cell carcinomas 
developed following oral ingestion of 
psoralen and sunlight exposure as 
therapy for vitiligo.'? In view of the 
frequency of the dystrophic epidermal 
changes reported here, however, it is 
not possible to ascribe tham all to an 
effect of previous arsenic intake. 

Of major importance is the question 
of whether the occurrence of dys- 
trophic epidermal cells following 
PUVA therapy will eventuate in skin 
cancer. The presence of abnormal cells 
high in the epidermis (Fig 3) suggests 
that such cells may be transformed 
into stratum corneum together with 
the other epidermal cells. Since the 
patients in this study had received 
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continued PUVA therapy up to a short 
time before the biopsy specimens 
were taken, it is possible that the 
epidermal changes represent tran- 
sient effects. This possibility is sup- 
ported by the presence of nearly the 
same degree of change in specimens 
taken at the end of the clearing phase, 
usually less than six months, as at one 
year. 

On the other hand, even if most of 
the dystrophic epidermal cells are 
eliminated after cessation of treat- 
ment, it is difficult to avoid the suspi- 
cion that they are cells altered geneti- 
cally by somatic mutation that may 
create a substantial danger of a 
persistent abnormality comparable to 
that in actinic keratosis. Even though 
most of the observed changes are 
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present in scattered small foci, their 
recognition in the relatively minute 
biopsy specimens suggests that the 
patient’s entire skin after PUVA 
therapy may harbor thousands of 
abnormal epidermal cells. 

Further observations are required 
to clarify the importance and wave- 
length dependency of this epidermal 
abnormality. A study of the persist- 
ence of this lesion in areas of skin 
protected from additional light thera- 
py during continued PUVA treatment 
is being conducted in our clinic. 
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An Aene Grading Method Using 
Photographic Standards 


Cyril H. Cook, MS; Rosemary L. Centner, MS; Scott E. Michaels, PhD 


* A grading system for following the 
clinical course of acne was devised in 
which overall severity of acne is evaluated 
on a zero to eight scale anchored to 
photographic standards that illustrate 
grades 0, 2, 4, 6, and 8. Experience with 
use of this system in large-scale clinical 
trials has shown it to be useful and reli- 
able. Photographs taken at each visit 
create a permanent and regradable record 
of each subject's clinical status through- 
out the course of treatment. 

(Arch Dermatol 115:571-575, 1979) 


he validity of conclusions reached 

in efficacy clinieal trials of a new 
drug depends on the evaluation meth- 
ods. This is particularly true in acne 
research, where the clinical status 
must be judged visually. 

Several systems for grading the 
severity of acne provide quantifiable 
data for evaluating and communicat- 
ing the results of acne treatments. 
Typically, zero-to-four scales have 
been used associated with qualitative 
descriptions of degrees of acne severi- 
ty; ie, Pillsbury’ divided overall sever- 
ity into four levels on the basis of the 
presence or absence of inflammatory 
and deep-seated lesions. 

Frank’ suggested identification by 
the predominant lesion with a severi- 
ty numbering system such as that of 
James and Tisserand.’ 
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Another method consists in count- (pustules, papules, macules, come- 


ing the acne lesions present on one or 
both sides of the face; eg, Witkowski 
and Simons‘ counted the lesions and 
used the sum of the inflammatory 
lesions as the score. Michaélson et al 
and Christiansen et al* graded the 
efficacy of acne treatments by count- 
ing all lesions present. Counting the 
lesions is not so simple as it sounds, 
and the variance is great.’ Size (area 
and prominence) and redness of the 
lesions are not considered by enumer- 
ation. Clinicians differ as to what 
types of lesions should be counted 


dones, etc). If the lesion types are to 
be counted separately, their classifica- 
tion requires a subjective judgment; 
hence the objectivity of lesion count- 
ing is illusory. Feinstein‘ criticized the 
substitution of irrelevant or distorted 
“hard data” for meaningful “soft 
data.” 

The need exists for a grading 
system reasonably precise, easy to 
use, consistent from grader to grader, 
and capable of documentation for 
verification of results at some later 
date. It is desirable to have a method 






Table 1.—Grading Scale for Comedones, Papules, and Macules 7 


Table 2.—Grading Scale for Overall Severity 


Grade Description 


0 Need not be perfect; perhaps 3 small comedones and/or small papules are al- 
lowed, if they are scattered. 
2 Very few pustules or perhaps 3 dozen papules and/or comedones; no big or 
prominent lesions; lesions are hardly visible from 2.5 m away. 
Between 2 and 6, there are red lesions and inflammation to a significant 
degree; worthy of treatment. 


4 
6 Loaded with comedones; no inflammation; or inflammatory lesions; must have 

numerous pustules; lesions are easily recognized at 2.5 m; some pustules may 
be quite large, 1 to 2 cm. 


8 Conglobata, sinus, or cystic type acne; or a highly inflammatory acne covering 
most of the face; yellow pustules extend to neck and chin. 
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permitting comparisons between dif- 
ferent studies. 

Our grading system is based on 
assigning an overall acne severity 
grade using objective photographie 
reference standards more accurate 
than word descriptions of degrees of 
severity. The nine-point scale used in 
conjunction with these photographic 
standards permits more sensitivity in 
terms of differentiating between 
treatment modalities. The system is 
easy to use after an initial training 
period. Photographs are made at each 
grading session to document each 
patient’s condition; these can be used 
later for grading by independent eval- 
uators and form an important addi- 
tion to the patient’s case records. 


DEVELOPMENT OF THE METHOD 


When the double-blind, controlled trials 
(informed consent was obtained from all 
subjects participating in the clinical trials 
described in this article) were conducted in 
which the efficacy of topically applied 
tetracycline hydrochloride was initially 
evaluated in comparison with placebo or 
orally administered tetracycline, a new 
grading method was used. In the initial 
design, this method combined counting 
pustules present on the face with estima- 
tion of the area of the face affected by 
comedones, papules, and macules; in addi- 
tion, an overall severity grade was 
assigned. These lesions were defined as 
follows: 

Comedones.—Small, discrete, raised areas 
of the skin usually occurring in the opening 
of a hair follicle. The lesions are not red, 
but may be discolored (blackheads) or not 
(whiteheads). 

Pustules.—Small superficial inflammato- 
ry lesions composed primarily of white or 
yellow pus. 

Papules.-Raised circular areas of the 
skin, red, containing no visible pus. 

Macules.—Discolored red spots on the 
skin, not raised, not containing pus, charac- 
teristic of an involuted inflammatory 
lesion. 

In estimating the area of the face occu- 
pied by comedones, papules, and macules, 
the grader was assisted by a zero to nine 
scale (Table 1), with check points supported 
by detailed, descriptive phrases. After the 
pustules had been counted and the other 
lesion types graded, an overall severity 
grade was assigned using the zero-to-eight 
scale shown in Table 2. Photographic refer- 
ence standards, described in detail later, 
were developed to illustrate grades 0, 2, 4, 
6, and 8, in order to assist the grader in 
interpreting the scale. 

The first clinical study in which this 
grading system was used was a double- 
blind controlled trial of the following treat- 
ments: (1) placebo capsules and topical 
placebo, (2) oral tetracycline and topical 
placebo, and (3) topical tetracycline and 
placebo capsules. The sample size of 20 
subjects per treatment group was calcu- 
lated to be adequate to detect differences 
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Fig 1.—Change in acne grade or count over 12-week period in group treated orally and 
topically with placebos. Pretreatment period, first four weeks; treatment period, weeks 4 


through 12. 
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Fig 2.—Change in acne grade or count over 12-week period in group treated orally with 
tetracycline and topically with placebo. Pretreatment period, first four weeks; treatment 


period, weeks 4 through 12. 


of one grade point in overall severity. 
These subjects were examined for 3% 
weeks without treatment and were treated 
for eight weeks. Grading was done by two 
judges with the exception of week 2; only 
one judge was available for this visit. 
Figures 1 to 3 show the curves obtained by 
plotting pretreatment and treatment 
scores for the three groups of subjects. 


Data analysis included the calculation of 
correlations between graders and tests for 


statistically significant differences among * 


the three treatment groups. Table 3 gives 
the correlation coefficients between the 
two judges for all measurements, pretreat- 
ment (week 3, final pretreatment grading 


session) and after eight weeks of treat 
ment. After eight weeks of treatment, the Ny 
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Fig 3.—Change in acne grade or count over 12-week period in group treated orally with 
placebo and topically with tetracycline formulation. Pretreatment period, first four weeks; 


treatment period, weeks 4 through 12. 


Table 3.—Correlation 
ne Coefficients Between Judges 1 
and 2 for Measurements 

at Weeks 3 and 12 


Measurement Week 3* Week 127 


Overall 
severity 
Papules 
Pustules 
Macules 
Comedones 


*One week prior to treatment. 
TAfter eight weeks of treatment. 


Session 3 
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Fig 4.—Correlation between judges in eval- 
uating acne severity at final pretreatment 


ding session (week 3). Numbers repre- 
^ an! total patients with same evaluation. 
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Fig 5.—Correlation between judges in eval- 
uating acne severity at final treatment 
week (week 12). Numbers represent total 
patients with same evaluation. 


Table 4.—Contro! Group and 
Group Treated Topically With 
Tetracycline After Eight 
Weeks of Treatment 


t Value P Level 


Measurement 


Severity grade 

Papules grade 

Macules grade 

Pustules count 

Comedones 
grade 





*Difference 
P < .05. 


is statistically significant at 





Table 5.—Control Group and 
Group Treated Orally With 
Tetracycline After 12 
Weeks of Treatment 


Measurement t Value P Level 


Severity grade 3.32* 
Papules grade 2.67* 
Pustules count 1.96 
Comedones 

grade 1.45 





*Difference 
P < .05. 


is statistically significant at 


greatest correlation between judges was in 
terms of overall severity grades. Figure 4 
shows the correlation between the two 
judges at week 3 (pretreatment), and Fig 5 
shows the results obtained at week 12 
(after eight weeks of treatment). The 
correlation coefficients are .785 and .891, 
respectively, both statistically significant 
(P < .01). The use of the severity grade in 
measuring efficacy gave the best separa- 
tion between treatments. Table 4 shows the 
t values obtained in applying Student's f 
test to analysis of differences between the 
placebo-control group and the group 
treated topically with tetracycline. That 
the overall severity grade is likewise useful 
in evaluating the effectiveness of orally 
given tetracycline vs placebo was verified 
in later studies conducted by outside inves- 
tigators. Table 5 gives the ¢ values obtained 
in one such study, in which treatment was 
carried out for 12 weeks. 

Analysis of data obtained from other 
double-blind clinical trials confirmed that 
use of the overall severity grade provided a 
measurement of efficacy that was consist- 
ent from grader to grader, and was a more 
sensitive indicator of differences between 
treatment groups than specific lesion 
counts or grades. These conclusions were 
reached in the context of acne treatments 
with a mechanism of action that is mani- 
fested by anti-inflammatory activity. 

We decided to use the overall severity 
grade alone in future clinical trials. To 
document the results of these clinieal trials, 
we used photographs of each subject taken 
in the same way as those used in the 
photographie standards (described below). 
Such photographs are taken before pre- 
treatment and at each subsequent visit, 
and provide a complete pictorial record of 
the clinical course of each subject. These 
photographs can themselves be graded by 
independent graders, should there be 
reason to verify the results of the "live" 
grades. 


DEVELOPMENT OF 
PHOTOGRAPHIC STANDARDS 


The word descriptions in Table 2 aid in 
achieving uniform grading. An essential 
element of our grading system is the use of 
photographic standards depicting the spee- 
trum of severity grades, to which the 
examiner can refer at the time of grading. 
Use of these standards aids consistency 
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from session to session and from grader to 
grader. 

In preparing a set of photographic stan- 
dards, a system was devised for photo- 
graphing both sides of a patient's face on a 
single exposure. The patient is seated with 
his chin resting on a support adjusted for 
the height of the patient. The anterior- 
posterior axis of his head is placed parallel 
to an 18 x 25-em front-surface mirror, 
about 1 em from the patient's left ear. 
Approximately 1 m away from the subject, 
in a direction 45? from the mirror surface, 
is a 35-mm single-lens reflex camera fitted 


Subject A, az 


jm 


Rh 2 





Fig 6.—Position of subject, mirror, light, 
and camera in photographing. A front- 
surface mirror is used. 





Grade O 


Grade 6 


Fig 7.—Photographic standards used to depict grades of acne. (This figure is reproduced with the permission of Procter & Gamb 
Co.) 
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with a lens of 85 to 105 mm focal length. 
The light source, a strobe flash, is placed 
about 35 em vertically above the camera. It 
is powerful enough that exposures can be 
made at an aperture of f/16 using conven- 
tional color transparency film, providing 
sufficient depth of field to bring into focus 
the real and reflected images. Figure 6 
shows the relative position of the subject, 
mirror, and camera. 

In choosing these standards (Fig 7), a set 
of five photographs was selected by 
trained graders from numerous photo- 
graphs of acne patients available from 
previous studies. This trial set was 
presented to 75 persons for evaluation; 
they had no difficulty in ranking the photo- 
graphs in order of acne severity. The least 
severe and the most severe cases of acne 
were assigned grades of 0 and 8, respec- 
tively. The panelists were asked to assign 
intermediate grades to the other three 
pietures. On the first trial of this iterative 
procedure, the average grades for the 
intermediate pictures were not equal to 2, 
4, and 6. The photographs that deviated 
from this ideal spacing were replaced, and 
the procedure repeated. The set of pictures 
finally chosen (Fig 7) elicited the most 
consistent 2-4-6 grade response from the 
panelists. 


DESCRIPTION OF THE METHOD 
Examination Technique 


For examination, the patient's face is 
positioned at eye level before the examin- 


Acne Severity Grading Scale 





er. Examination covers the area from ear 


to ear and from the hairline to the mandib- fy 


ular ridge. The overall severity grade is 
assigned on the basis of the zero-to-eight 
scale shown in Table 2. The photographic 
standards developed to illustrate severity 
grades of 0, 2, 4, 6, and 8 are consulted by 
the examiner before a grade is assigned to 
the patient, until the examiner is so thor- 
oughly familiar with the photographs that 
only an occasional check is necessary. In 
addition to the even-numbered grades 
represented by the standards, the examin- 
er may assign whole number intermediate 
values of 1, 3, 5, and 7. Wooding* discusses 
the advantages of extended rating scales, 
as opposed to scales with only four or five 
points. 

After the investigator has evaluated 
severity and the grade has been recorded, a 
photograph is taken (Fig 6), so that both 
sides of the patient's face are recorded on 
one film, in one exposure. 


Statistical Analysis 


Pretreatment condition of the patient is 
considered; response to therapy is defined 
as "change in acne condition." Treatment 
means are compared using Student's t test 
or the Wileoxon rank sum test, if the 
assumptions for the t test are not satisfied. 
Group sizes are chosen so that a reduction 
in acne severity of 1.0 grade point will be 
statistically significant, eg, comparing an 
effective treatment to placebo treatment. 
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VIDENS Pere 
^. Relationship Between Changes in 
<`- Overall Severity Grade and 

Clinical Status of Patients 


An acne grading system should permit 
por distinguishing changes in the acne condi- 
tion that a dermatologist considers clinical- 

ly significant improvement or worsening. 
To establish the relation between the 
photographic grading system described 
and clinically significant changes in the 
condition of acne patients, six dermatolo- 
gists evaluated approximately 250 pre- 
graded pairs of photographic slides of acne 
patients. The grades assigned to the slides 
were not disclosed to the panelists. The 
slides were projected side-by-side, and the 
panel was asked to judge whether or not 
there was a difference in the acne condi- 
tion shown on the slides; if so, they were to 
i indicate which one was the more or less 
-~ severe. They then indicated whether the 
difference, if any, was clinically signifi- 
cant. The position (right or left) of the 
"before" and "after" slides was randomly 
assigned, so that the judges were blind as 


l. Pillsbury DM: A Manual of Dermatology. 
Philadelphia, WB Saunders Co, 1971, p 173. 
2. Frank SB: Acne Vulgaris. Springfield, IIl, 
Charles C Thomas Publisher, 1971, pp 12-13. 
3. James KW, Tisserand JB Jr: Treatment of 
acne vulgaris. GP 18:131-139, 1958. 
| 4. Witkowski JA, Simons HM: Objective evalu- 
~ ation of demethylchlortetracycline hydrochloride 
in the treatment of acne. JAMA 196:397-400, 
1966. 
5. Michaélson G, Juhlin L, Vahlquist A: Effects 
of oral zinc and vitamin A in acne. Arch Dermatol 
113:31-36, 1977. 
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to the chronology of the slides. Analysis of 
the panel’s responses showed that changes 
in grade of about 1.5 constituted a clinically 
important difference in their opinion. 
Since we have consistently found that 
photographic images are somewhat less 
powerful than "live" or on-site impressions 
of acne severity, we continue to use the one 
grade point change as an important differ- 
ence. 


COMMENT 


When beginning a study of an 
experimental new drug it is important 
to define the lesion types affected. 
For example, in the double-blind trial 
eited earlier, tetracycline, whether 
delivered orally or topically, had more 
effect on the inflammatory lesions 
than on comedonal acne. In initial 
efficacy trials, lesion types should be 
counted or estimated as described 
earlier. After the pilot efficacy trials, 
which generally do not involve large 
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numbers of patients, overall severity 
grade may be used alone. In the large- 
scale trials required to establish effi- 
cacy, use of this simple grading 
system saves much time for the inves- 
tigator. 

Our experience in using an overall 
severity grade based on a zero to eight 
scale anchored to photographic refer- 
ence standards shows it to be a useful 
and reliable tool, not only in our hands 


but also when used by outside investi- 


gators.'^'* This system is sensitive to 
small changes and facilitates the 
training of new graders to minimize 
the effect of judge-to-judge varia- 
tions. Changes of one grade unit can 
be detected with as few as 20 subjects 
per treatment panel. The photographs 
taken as described create a permanent 
and regradable record of each sub- 
ject’s clinical status at each grading 
session. 
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Photochemotherapy for Psoriasis 


A Clinical Cooperative Study of PUV A-48 and PUVA-64* 


€ A clinical cooperative study involving 
14 centers evaluated photochemotherapy 
(psoralen and high-intensity long-wave 
ultraviolet light [PUVA]) for psoriasis. 
Results from 465 patients treated with a 
PUVA-48 unit (equipped with 48 high- 
intensity UVA bulbs) and 110 patients 
treated with a PUVA-64 unit (equipped 
with 64 high-intensity UVA bulbs) con- 
firmed the effectiveness of photochemo- 
therapy for psoriasis. Clearing of psoria- 
sis occurred in 85% of patients on PUVA- 
48 therapy. Mean number of treatments, 
joules per square centimeter, to clear, and 
total joules at clearing were similar to 
other reported trials. The plateau method 
of clearing resulted in lower joules per 
square centimeter at clearing, total joules 
per square centimeter, and number of 
treatments than the nonplateau method. 
Maintenance therapy groups were mainly 
M, (once weekly) or M, (no treatment for 
more than 60 days). No meaningful labo- 
ratory abnormalities were detected and 
ophthalmologic examinations showed a 
few abnormal results following PUVA. 
Short-term side effects were mainly 
erythema, nausea, and pruritus. The effec- 
tiveness and short-term safety of PUVA for 
psoriasis has now been confirmed by a 
second large cooperative study. 

(Arch Dermatol 115:576-579, 1979) 


Since the original report! of combin- 
ing oral administration of psoral- 
en (P) with high-intensity long-wave 
ultraviolet light (UVA) in the treat- 


Accepted for publication Nov 17, 1978. 

Reprint requests to Department of Dermatolo- 
gy, Northwestern University, 303 E Chicago Ave, 
Chicago, IL 60611 (Dr Roenigk). 


*Henry H. Roenigk, Jr, MD, Northwestern 
University, Chicago; Eugene M. Farber, MD, 
Stanford University, Palo Alto, Calif; Frances 
Storrs, MD, University of Oregon, Portland; 
William Stewart, MD, W. A. Dodd, MD, Univer- 
sity of British Columbia, Vancouver, Canada; 
Albert Kligman, MD, PhD, John Petrozzi, MD, 
University of Pennsylvania, Philadelphia; Rich- 
ard Dobson, MD, State University of New York, 
Buffalo; Harry M. Robinson, Jr, MD, University 
of Maryland, Baltimore; Leonard Harber, MD, 
Columbia University, New York; Sigfrid A. Mull- 
er, MD, Mayo Clinie, Rochester, Minn; Richard D. 
Baughman, MD, Hiteheock Clinic, Hanover, NH; 
David L. Cram, MD, University of California, 
San Francisco; Phillip Frost, MD, Mt Sinai Medi- 
cal Center, Miami; Arthur Gladstein, MD, New 
York University; Jerome Levy, MD, State 
University of New York, Buffalo; Walter C. 
Lobitz, MD, University of Oregon, Portland. 


576 Arch Dermatol—Vol 115, May 1979 


ment of psoriasis, there has been 
considerable clinical experience with 
PUVA. Melski et al reported the 
results of a 16-center cooperative clin- 
ical trial using special UVA light box 
treatment systems. 

This report concerns a second clini- 
cal cooperative trial involving 14 
centers evaluating PUVA for psoria- 
sis. This study used mainly UVA light 
box treatment systems developed by 
manufacturers other than the one that 
developed the system used by Melski 
et al, but some of those were used 
also. 

This cooperative study was initiated 
in October 1975. This report summa- 
rizes the results of 16 months of treat- 
ment (ending in January 1977) in 575 
patients with psoriasis. 


METHODS 
Patient Selection 


Each center chose patients with psoriasis 
averaging about 30% total body surface 
involvement. Exclusions included patients 
below age 12 years, light sensitive or 
induced disease, pregnancy, cardiac pa- 
tients, patients with a melanoma or history 
of melanoma, and aphakia or cataracts 
present on initial eye examination. Sys- 
temically taken cytotoxic agents had to be 
discontinued at least one month prior to 
PUVA. All other topically and systemically 
administered medications were discontin- 
ued prior to therapy. Emollients were 
permitted ad lib. 


Drug 


Psoralen (methoxsalen) was given ap- 
proximately two hours prior to UVA treat- 
ments. Methoxsalen was provided in 10-mg 
capsules and the dosage prescribed accord- 
ing to the weight of the patient: 30 kg, 10 
mg; 30 to 50 kg, 20 mg; 51 to 65 kg, 30 mg; 
66 to 80 kg, 40 mg; 81 to 90 kg, 50 mg; 91 to 
115 kg, 60 mg; and 115 kg, 70 mg. 


UVA Light Source 


Centers had either a PU V A-48 unit, with 
48 high-intensity UVA bulbs in a unit 
developed commercially? or a PUVA-64 
unit, with 64 high-intensity UVA bulbs.' 
Patients were usually nude, except that 
men covered their genitalia with an athlet- 
ic supporter. Patients entered and stood in 
the light box during the UVA exposure. 
The output of UVA was measured twice a 
day using a photometer, and the reading 
was recorded twice daily in milliwatts per 
square centimeter. Initial UVA exposure 
times were determined in accordance with 
the protocol by the amount of joules per 
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square centimeter appropriate for the 
patient on the basis of skin type and the 
photometer readings. Each treatment was 
recorded in joules per square centimeter. 
Goggles were provided for use during all 
UVA treatments and UV-protecting sun- 
glasses were worn after ingestion of the 
methoxsalen, before and during the day of 
UVA treatment. 


Treatment Schedule 


All exposures to UVA were given two to 
three hours following the ingestion of 
methoxsalen. The initial dose and incre- 
mental inereases in UVA are outlined by 
Melski et al Treatments were scheduled 
either two or three times a week. If after a 
total of ten treatments there was no 
response, the increments of UVA exposure 
could be raised above the original levels by 
0.5 to 1.0 joules/sq cm for each treatment. 
Dosage of methoxsalen could also be 
increased by 10 mg if no response was seen 
after 15 treatments. Additional treatments 
could be given to the extremities if 
response was slow. 


Maintenance Schedule 


When patients appeared to be clear of 
psoriasis (at least 95% improvement com- 
pared with original extent of disease), they 
were placed sequentially on a maintenance 
schedule: M,, once a week; M,, once every 
two weeks; M,, once every three weeks; M,, 
as needed-treatment only when a flare 
occurs. Patients usually were in M, for four 
treatments, M, for four treatments, M, for 
two to four treatments, and then M,, which 
meant no therapy unless lesions recurred. 
The M, group (Figure) had been off PUVA 
therapy for a minimum of 60 days at the 
end of the study. The maintenance dose of 
methoxsalen and UVA (joules per square 
centimeter) was the dose at the last treat- 
ment of clearing. Each maintenance sched- 
ule was to be adhered to for two treat- 
ments before proceeding to the next main- 
tenance schedule. If maintenance treat- 


ments produced erythema, the exposure toe 


UVA was decreased by one fourth the 
joules per square centimeter dosage being 
received per treatment until further treat- 
ments no longer produced erythema. If 
flares of psoriasis occurred during mainte- 
nance, the patient was returned to the 
clearing schedule. 


Data Collection 


A history, physical examination, infor-. 


mation on previous therapy, and estimate 
of body coverage was obtained on all 
patients before treatment began. Patient 
evaluations were scheduled two weeks 


Rl 


during clearing phase and every m 
during the maintenance phase of therapy. a 


Ec 


Zo 
CC Treatment data sheets were completed for 
„Ncach UVA treatment given. The following 
laboratory data were collected before ther- 
apy began and every three months during 
treatment: hematocrit reading, WBC count 


nd differential, platelet smear, bilirubin 
| level, SGOT concentration, alkaline phos- 


phatase level, lactic dehydrogenase value, 
uric acid content, BUN level, serum creat- 
inine concentration, and urinalysis. Anti- 
nuclear antibody tests were performed 
prior to therapy and one year later. 
Complete ophthalmologic examinations 
were scheduled before the start of therapy, 
three months after therapy was initiated, 
and one year later. Signed consent forms 
were obtained from all patients. 


RESULTS 


| These results are based on data 

$ from 575 patients, covering a 16- 
month period from October 1975 to 
Jan 31, 1977. Two separate groups 
were evaluated: patients treated with 
the PUV A-48 unit (465) and patients 
treated with the PUV A-64 unit (110). 
The sex, mean and range of age, skin 
type, and type of psoriasis for these 
patients are presented in Table 1. A 
sizable proportion of patients had 
received systemic therapy in addition 
to many topical therapies prior to 
entry into the study (Table 2). 


K Clearing Phase 


The treatment responses of all 
patients with PUV A-48 and PUV A-64 
are shown in Tables 3 and 4. The total 
number of treatments required before 
clearing was achieved, joules per 
square centimeter per treatment at 
the time of clearing, and total joules 
given to time of clearing were similar 
in both groups. The clearing rate in 
the PUV A-48 group (85% at this point 
in the study) would probably eventual- 
ly be similar to the PUV A-64 group, 
which was started later in the study 
(Table 3). Failure rate was low (496 to 
8%), but the dropout rate included 
patients who were excluded from 
treatment for personal reasons or 
because of protocol violations. Treat- 

„ments were discontinued in both 
groups in only 3.696 of cases because of 
* adverse reactions to therapy. 

Partway through the study, a 
plateau method of clearing was used 
in some cases where no further 
increases in joules per square centi- 
meters occurred as long as the psoriat- 
ie lesions were clearing satisfactorily. 
The plateau method of clearing (Table 

* 5) resulted in a lower number of treat- 

. ments being required to achieve clear- 

wm. ing, lower joules per square centime- 
ters per treatment at clearing, and 


| joules per square centimeters 
required to clear. A comparison of the 
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plateau group to the nonplateau group 
shows a significant difference in 
number of treatments required to 
clear in the PUV A-48 group (P < .05); 
in the mean joules per square centi- 
meter per treatment at clearing in 
PUVA-48 (P< .02) and PUVA-64 
(P < .05). The PUV A-64 sample size is 
small and further information may be 
needed to confirm a difference. 


Maintenance Phase 


Flares of psoriasis occurred during 
maintenance, and those patients on a 
weekly maintenance schedule were 
returned to a clearing schedule until 
clear again. If the patient was on an 
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M, or M, schedule, he was returned to 
the preceding maintenance schedule 
(M, or M,, respectively). If a recur- 
rence of psoriasis occurred after a 
patient had been on the M, (off PUVA 
for a minimum of 60 days), radiation 
dosage and treatment schedule were 
set as though the patient was just 
beginning treatment. 

The Figure shows the maintenance 
status of all patients whose psoriasis 
was at least 9595 clear as of Jan 31, 
1977. It shows that the majority of 
patients either required once-weekly 
maintenance (M,) therapy or were 
able to discontinue PUVA therapy for 
at least 60 days at that time (M,) in 


PUVA-48 (N = 271) 


a4 PUVA-64 (N = 32) 





Patients in maintenance as of Jan 31, 1977. PRN indicates only as needed; M,, once 
weekly; M., every other week; M,, every third week; M,, as needed—treatment only when 


a flare occurs. 
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Table 1.—Patient Population f 
-— 
PUVA-48 PUVA-64 
=a C—O mn ) 3 
Male Rantala Male formae Table 2.—Previous Therapy 
No. 304 161 85 25 % Patients 
Average age, yr . 43.9 42.9 46.7 36.7 atc anteaters 
Age range, yr 12-78 12-78 16-74 16-75 PUVA- PUVA- 
Type of psoriasis, % Therapy 
Plaque 71.6 60 Topical steroids 
Guttate 54 3.6 Systemic steroids 35 24 
Tars 82 85 
Erythroderma 3.2 6.4 Anthralin 22 27 
Plaque /guttate 16.8 21.8 Methotrexate 44 33 
Others 3.0 8.6 Hydroxyurea 5 5 
Skin type, 96 Azaribine 4 3 
| 34 (7) 12 (11) Mycophenolic acid 4 8 
UVL alone 53 33 
n pes BAAD, LCS) UVL and tars 40 49 
Il 244 (53) 56 (51) Grenz ray 
IV 34 (7) 14 (12) X-ray 
V 6 (1) 5 (5) 4 






6 (1) 5 (5) 









Table 4.—Characteristics of All Treatment Regimens That Produced Clearing 


PUVA-48, PUVA-64, 
331 Patients 35 Patients 


——————— 0 g LALA, 






Table 3.—Results of Psoriasis 
Patients Treated 

























Patients PUVA-48 PUVA-64 Mean Range Mean Range 
No. treated 465 No. of treatments to clear 23.7 6-99 21.4 10-44 A 
No. evaluated doutes? “treat tate 112 
Claared 331 (8595) 35 (6995) : es/sq cm/treatment at clear- 1. 1.5-31.1 12.0 3-41 
Dropped 23 (696) 8 (1696) m 
Failed to clear 17 (496) 4 (896) Total joules/sq cm to clear 186.3 15.7-1002.5 183.4 45.5-770 

Mean joules/sq cm /treatment 7.2 1.7-19.4 7.8 2.7-25.7 
Table 5.—Characteristics of Plateau Treatment vs Regular Treatment Regimen That Produced Clearing 
Mean Joules/sq cm/ 
No. of Mean % Mean No. of Treatment Mean Total Mean Joules/sq cm/ 
Patients TBSA* Psoriasis Treatments at Clearing Joules/sq cm Treatment 
Plateau 
1.5-22.5 20.8-401.5 
Nonplateau 
A 15.7-1002.5 . 





Difference in means 25.2 


Ll s t test 3 E F = = .40 5 


aaa 
Plateau 14 33.2 19.4 8.9 135.5 6.8 
44.0-253.0 


Nonplateau 
-— 5-41.0 51.0-770.0 d 


Difference in means 82.3 


Student's t test 1. = 9. a 1.61 1 a ‘ , 


*TBSA, total body surface area. 
TNot significant. Ee v 
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the PUVA-48 group. The 95 patients 


^^ "€ the latter group represent 28.7% of 
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all patients who had at least reached 
the clearing stage. The data on 
PUVA-64 maintenance were inade- 


4 quate to draw conclusions. 


Laboratory Findings 


Abnormal laboratory values oc- 
curred infrequently during PUVA 
therapy. Some liver function test 
results that were elevated prior to 
PUVA therapy showed some increase 
during therapy. The SGOT level was 
elevated after PUVA therapy in only 
23 cases from a total of 575 patients 
each undergoing multiple examina- 
tions. There was no clinically signifi- 
cant change in laboratory values 
before and after PUVA therapy. 


Ophthalmology Examinations 


Ophthalmologic examinations be- 
fore and during PUVA therapy 
showed abnormalities in 54 patients. 
An abnormality of the lens was 
reported in 47 instances. Except for 
five patients, examination at three or 
six months after initiation of therapy 
showed normal results or no change. 
The exceptions were as follows: (1) A 
60-year-old patient had no pre-PUVA 
eye examination; an examination af- 
ter she. had received 17 treatments 
disclosed an “immature cataract” of 
the left eye and treatment was discon- 
tinued. (2) There was no pre-PUVA 
eye examination in a 47-year-old 
patient and the results of an examina- 
tion after 16 treatments were re- 
ported within normal limits. But, a 
subsequent examination after nine 
additional treatments disclosed "reti- 
nal changes." A more detailed exami- 
nation detected a detachment of the 
retina. (3) There was no pre-PUVA 
eye examination in a 61-year-old 
patient, and examination after 14 
treatments showed "mild posterior 
subeapsular hypertension." (4) The 
pre-PUVA eye examination in a 69- 
year-old patient showed "normal cor- 
tical lens changes." After three 
months of treatment, a "mild cata- 
ract” was reported. Results of subse- 
quent examinations after six and nine 
months' treatment were reported as 
within normal limits. (5) A pre-PUVA 
report of normal eye findings in a 
65-year-old patient was followed by a 
report of incipient cataracts after 
three months' treatment. This finding 
was not considered unusual for the 
age of the patient. 


Side Effects 


he predominant side effects were 
erythema, nausea, edema, pruritus 
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(generalized and localized), headaches, 
and dizziness. One or more of these 
side effects occurred in 30% of the 
patients sometime during therapy. 
Less than 2% of the patients discon- 
tinued therapy because of these side 
effects. The side effects were general- 
ly mild and not severe enough to 
discontinue therapy, except on rare 
occasions. 


COMMENT 


This study confirms the results of 
the first cooperative study? reported 
in 1977. These results are very similar 
to those of the original cooperative 
study of photochemotherapy of pso- 
riasis. 

This study was able to compare two 
different UV light systems (PUVA-48 
and PUVA-64). Although the milli- 
watt per square centimeter output of 
the PUVA-48 units is slightly lower 
than the PUVA-64 units; the mean 
number of treatments to clear was 
similar in both groups (Table 4). It 
should be noted that skin type IV to 
VI made up only 9% of the PUVA-48 
group but 22% of the PUVA-64 group. 
Since darker skin types are more 
difficult to treat, this could account 
for some of the differences between 
the PUVA-48 and PUVA-64 groups. 
The "other" category in Table 1, which 
includes pustular psoriasis and ery- 
throdermas, is weighted on the 
PUVA-64 group. The initial UVA 
dosage at the beginning of treatment 
was lower for all skin types than the 
dosage in the original study. The 
mean joules per square centimeters at 
clearing were also lower in the PUV A- 
48 cooperative group than in the study 
by Melski and colleagues. The low- 
ered values at clearing could be attrib- 
uted to the experience gained by 
longer use of PUVA and the realiza- 
tion that it was not necessary to 
continue increasing joules per square 
centimeter after psoriasis started to 
clear. The plateau method did result in 
a statistically significant reduction in 
the mean number of treatments to 
clear and mean joules per square 
centimeter at clearing within this 
cooperative study. 

Another difference in the results of 
the two cooperative studies was the 
maintenance phase. The report of 
Melski and co-workers indicated that 
the maintenance of clearing with the 
least number of flares required week- 
ly or biweekly treatments. In our 
studies there were more patients (95) 
that remained clear while on the M, 
(only when needed) schedule, than on 
the M, (76) or M, (50) maintenance 
treatment schedule (Figure). Remis- 


sion times ranged from 30 to 242 days, 
with a mean of 67 days. Only long- 
term follow-up of these patients will 
show if PUVA can induce long-term 
remissions similar to Goeckerman 
therapy. 

Although patients with abnormal 
ophthalmologic examination results, 
especially cataracts, were to be ex- 
cluded from this study, 51 patients 
with eye abnormalities were treated 
with PUVA following ophthalmologic 
consultation; no meaningful changes 
in the lens were detected on short- 
term follow-up examinations. Other 
laboratory test results indicated no 
striking abnormalities except for in- 
creasingly abnormal liver function 
study findings in some patients who 
had prior normal liver function. Liver 
biopsy studies before and after PUVA 
have not been performed, and we 
should not depend on liver function 
studies to determine pathologie condi- 
tions of the liver. 

The effectiveness and short-term 
safety of photochemotherapy for pso- 
riasis has now been confirmed by two 
cooperative studies in a large number 
of psoriatic patients. Strict adherence 
to a rational treatment approach and 
weighing the risks and benefits of 
PUVA are essential. Close long-term 
follow-up observations are essential 
for determining the safety of this 
modality. 


The following investigators participated in 
PUVA-48 trials: Drs Roenigk, Farber, Gladstein, 
Stewart, Dodd, Lobitz, Storrs, Kligman, Dobson, 
Levy, Robinson, and Harber. 

Participants in the PUVA-64 trials are as 
follows: Drs Roenigk, Farber, Petrozzi, Muller, 
Cram, Frost, and Baughman. 

Additional investigators include the following: 
(PUVA-48) A. Benedetto, MD, Cleveland (Ohio) 
Clinic; E. Abel, MD, Stanford University, Palo 
Alto, Calif; P. Dermer, MD, New York Universi- 
ty; K. Kaidbey, MD, University of Pennsylvania, 
Philadelphia; J. Burnett, MD, University of 
Maryland Hospital, Baltimore. 

PUVA-64: Drs Benedetto and Abel. 

The PUVA-48 light boxes were provided by 
General Electric Co and National Biological Corp, 
Cleveland, and the PUVA-64 light boxes were 
provided by GTE Sylvania, Westwood Pharma- 
ceutical Inc, Buffalo, provided the methoxsalen 
used in this study. 
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Induction of Colitis in Hamsters by 


Topical Application of Antibiotics 


David S. Feingold, MD; Winston C. Chen, PhD; Dong-Lang Chou, MS; Te-Wen Chang, MD 


e Syrian hamsters are exquisitely sen- 
sitive to clindamycin; as little as 1 mg/kg 
of clindamycin given systemically causes 
a fatal colitis. Clindamycin and erythromy- 
cin were applied topically daily to the 
shaved backs of Syrian hamsters in a 
hydroalcoholic vehicle. A daily dose of 0.1 
mg of clindamycin was lethal to more than 
half the hamsters and 1 mg to all the 
animals. The antibiotic-associated toxin 
from Clostridium difficile was present in 
their cecal material. Based on body 
surface areas and estimated usual vol- 
umes applied, the lethal dose in hamsters 
is not dissimilar to that given humans for 
acne. Oral tetracycline therapy protected 
the animals from clindamycin toxicity, but 
the animals died three days after stopping 
tetracycline if topical clindamycin appli- 
cations were continued. 

(Arch Dermatol 115:580-581, 1979) 


A are often effective treat- 
ment for inflammatory acne. 
Tetracyclines, erythromycin, clinda- 
mycin, and other agents have been 
used orally. Because of reports of 
pseudomembranous colitis and diar- 
rhea associated with clindamycin,’ 
oral usage of this antimicrobial agent 
for acne essentially has ceased. Re- 
cently, use of topical antimicrobial 
agents in hydroalcoholic vehicles has 
become widely used for acne by 
dermatologists. A topical tetracycline 
has been marketed for this purpose, 
and many physicians are prescribing 
solutions of erythromycin and clinda- 
mycin, although neither have yet been 
approved for this use by the Food and 
Drug Administration. 

The hamster is an extraordinarily 
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susceptible model for antibiotic-asso- 
ciated colitis. Data from the ham- 
ster system strongly support the 
mechanism for antibiotic-associated 
eolitis, which is described below, and a 
similar mechanism is probably opera- 
tive in humans with some antibiotic- 
associated colitis. Clindamycin (orally) 
and some other antibioties result in 
overgrowth of a toxin producing Clos- 
tridium difficile.* This toxin causes a 
lethal pseudomembranous colitis in 
hamsters that can be prevented by 
agents that prevent overgrowth of the 
toxin-producing organism, such as 
vancomycin hydrochloride.^^ It is im- 
portant to emphasize that several 
agents cause pseudomembranous coli- 
tis. The publicity given clindamycin- 
associated colitis has tended to ob- 
scure the fact that it does not stand 
alone as the culprit; various penicil- 
lins, cephalosporins, and other micro- 
bial agents can cause the syndrome in 
hamsters and man.^ 

To our knowledge, no systematic 
study of possible toxicity of topical 
antibiotic solutions in acne have been 
reported. One might doubt such toxic- 
ity would exist since wide usage has 
not yielded reports of toxicity, partic- 
ularly colitis: However, to rely on 
unorganized retrospective reports of 
toxicity is notoriously unreliable. The 
Upjohn Company is embarking on a 





program of testing topical clindamy- 
cin both for efficacy in acne and 
potential toxicity (oral communica- 
tion, November 1977). 

Since the hamster is such an 
extremely sensitive model for anti- 
biotic-associated colitis, we examined 
the effect of topical applications of 
erythromycin and clindamycin on the 
hamster. Tetracycline was not exam- 
ined since it in fact protects hamsters 
from clindamycin-associated pseu- 
domembranous colitis (J.G. Bartlett, 
MD, oral communication, June 1977). 
If large topical doses of these antibiot- 
ies caused no colitis in hamsters, it 
would be extremely unlikely that such 
a complication would occur in acne 
patients. 


MATERIALS AND METHODS 


Male Syrian hamsters weighing 80 to 100 
g were used in all the studies. They were 
anesthetized with pentobarbital, 0.10 mL/ 
100 g of animal intraperitoneally. The hair 
on the upper part of the back was shaved 
with a clipper in an area roughly 5 sq em. 
Circular cages made of nylon mesh net, 
approximately 1.5 em high and 2.0 em in 
diameter, were applied in the shaved area. 
These cages were bonded to the skin with 
adhesive (Eastman 910) (Figure). Animals, 
always kept in separate containers, were 
observed for at least two days before drug 
application to insure the stability of the 
mesh net cages. Applications continued for 
two weeks unless otherwise noted. 

Clindamycin hydrochloride was prepared 
using the antibiotic from clindamycin 
capsules. Erythromycin free base was used 
as the vehicle. The antibiotics were 
dissolved in a solution consisting of 70% 
ethyl alcohol, 20% water, and 10% propyl- 
ene glycol. Concentrations of the antibiotic 
were adjusted so that application of 0.1 to 
1.0 mL of the solution resulted in applica- 
tion of the desired amount of drug. All- 
control animals received 1.0 mL of the 
vehicle. Care was taken to allow drying of 
the material gradually as it was added to 
avoid spread beyond the limits of the 


place. 


cage. 
When tretinoin was used, 0.1 mL of NS 
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0.1% solution was applied and allowed to 
ho prior to addition of the antibiotie or 
vehicle. Tetracycline hydrochloride was 
administered daily by stomach tube where 
indieated. Each animal received 5 mg/ 
=~- day. 

When the animals died or the experi- 
ment was terminated, the abdominal cavi- 
ty was opened. Cecal contents were aspi- 
rated and frozen at —30 *C for subsequent 
toxin assay. The tissue culture cytotoxicity 
assay for clostridial toxin was used as 
previously described.' 


RESULTS 


Rarely would the wire mesh cages 
become loose; when this happened in 
animals receiving antibiotic topically, 
they were eliminated from the 

| study. 

- All of the hamsters receiving 40, 10, 
or 1 mg of clindamycin per day died, 
surviving only two weeks or less. Four 
of seven receiving 0.1 mg/day died. 
None of the animals receiving 0.01 
mg/day with or without tretinoin 
died. Of those that died, death 
occurred in from three to seven days. 
No association between dose and time 
to death was observed. At autopsy the 
cecum and large bowel of the ham- 
sters that died were greatly dis- 
tended. Cecal contents contained tox- 

k in at >10' dilution. 

Four animals received 40 mg of 
erythromycin per day and four 
received 10 mg/day. One hamster 
receiving 40 mg/day died on day 12 
and his stool had a positive reaction 
for toxin. Four animals received 10 
mg/day of clindamycin topically plus 
daily oral tetracycline doses of 5 mg/ 
day. The animals all appeared well at 
ten days. At this point, the tetracy- 
cline was discontinued while continu- 
ing the topical applications of clinda- 
mycin. Prior to stopping the tetracy- 
cline, the animals were put in clean 
cages. All four hamsters died within 
four days after the tetracycline was 
stopped and had cecal contents yield- 
ing positive toxin assays. 


COMMENT 


After topical use of clindamycin in 
man, the antibiotic has been found in 
the urine (Upjohn Co, personal com- 
munication) but not in the blood.‘ 
These observations suggest that it is 
very unlikely that the antibiotic will 
affect gut flora. However, it is possi- 
ble that unusual tissue tropisms occur. 
For example, M. Barza, MD, has data 
that pigmented tissues may bind clin- 
. damycin avidly (written communica- 
i. tion, February 1978). That hamsters 

develop a lethal colitis from amounts 


clindamycin roughly parallel, on a 
. body surface, to what is used in some 
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patients with acne is disturbing. The 
approximate lethal dose for 50% survi- 
val of group (LD,, for topically 
applied clindamycin in hamsters (0.1 
mg/day) is about 1/200th the dose 
that aene patients apply daily. The 
comparative body surface area of a 
100-g hamster and a 50-kg person is 
less than 1:200.° 

Any anxiety over topical use of clin- 
damycin should be tempered by the 
following observations: (1) the ham- 
ster is exquisitely susceptible to anti- 
biotic-associated colitis; (2) species 
differences in toxicity to many drugs 
may be dramatic; (3) antibiotic-asso- 
ciated, toxin-mediated colitis is proba- 
bly a treatable disease (Bartlett, 
personal communication); (4) a pro- 
spective study is being planned; (5) 
pseudomembranous colitis in man 
even with systemic administration of 
clindamycin seems less common than 
initially reported. 

This last observation is fascinating. 
Tedesco et al originally reported a 10% 
incidence of pseudomembranous coli- 
tis and a 20% incidence of diarrhea in 
patients taking clindamycin,' but oth- 
er series show a much lower incidence 
of colitis from clindamycin.'*'' Kabins 
and Spira reported an epidemic of the 
disease in Chicago, which appeared to 
abate. In Boston, where it has been 


sought aggressively, little clindamy- 


cin-associated colitis is seen (Bartlett, 
personal communication). On the oth- 
er hand, in Birmingham, England, 
there is an ongoing epidemic.? Why 
should this be? The most likely expla- 
nation is that the combined oceur- 
rence of C difficile in the gut and an 
extremely antibiotic-susceptible flora, 
thus allowing the Clostridium to over- 
grow, is fortuitous. When specifically 
sought, C difficile was found in few 
normal patients." Germ-free hamsters 
were not susceptible to colitis, induced 
by lincomycin hydrochloride monohy- 
drate, while conventional animals 
were.” 

The possibility of colitis from topi- 
cal applications of antibiotics cannot 
be dismissed out of hand. In these 
hamsters, care was taken that no clin- 
damycin could be ingested. In patients 
using clindamycin on the face, it is 
likely that some of the drug would 
enter through the mouth. Since the 
syndrome may occur in “epidemic” 
form associated with the special 
circumstances discussed above, the 
complication may erupt suddenly and 
explosively. 

The message we hope these studies 
impart is that one should not assume 
that colitis from topical antibiotic 
application cannot occur. It behooves 


us to warn patients to be on the 
lookout for this complication. Al- 
though diarrhea is a common disease, 
it seems wise to stop topical clindamy- 
cin administration in patients in 
whom diarrhea develops, and if possi- 
ble to arrange to have the stool tested 
for toxin. 

We expect that topically applied 
clindamycin will be a safe and effec- 
tive agent for inflammatory acne. But 
one should not be lulled into compla- 
cency by assuming that topical thera- 
py will be benign. 


Erythromycin-free base was a gift from the Eli 
Lilly Co. 


Nonproprietary Names and 
Trademarks of Drugs 


Clindamycin—Cleocin. 

Lincomycin hydrochloride monohydrate— 
Lincocin. 

Vancomycin hydrochloride—Vancocin. 
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Porokeratosis Plantaris Discreta 


Bobby L. Limmer, MD 


e Porokeratosis plantaris discreta is a 
distinct clinical and pathological entity 
often resistant to conservative manage- 
ment. Twenty-one lesions of porokerato- 
sis plantaris discreta were treated cryo- 
surgically in 11 patients. Removal of the 
blister roof two weeks after cryosurgery 
with retreatment of any residual lesion 
proved an effective method for removal of 
such lesions without scarring. A cure rate 
of 90.5% was achieved using this tech- 
nique. 

(Arch Dermatol 115:582-583, 1979) 


rokeratosis plantaris discreta is a 

distinet plantar hyperkeratosis 
tHat is often disproportionately pain- 
ful to the size and innocuous appear- 
ance of the tumor. The lesion was first 
studied in detail by Taub and Stein- 
berg, whose original work has been 
expanded. by subsequent authors.’ 
Theoretically, this tumor is induced by 
pathomechanical pressure and repre- 
sents a keratotic plugging of the 
distal eccrine duct, producing second- 
ary cystic dilation of the underlying 
sweat gland. The lesion is distributed 
primarily on pressure-bearing areas 
of the plantar surfaces, with rare 
occurrence elsewhere. A central kera- 
tin plug and surrounding callosity 
characterize the tumor. The central 
plug is sharply marginated, rarely 
more than 3 mm in diameter, rubbery 
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in eonsistency, opaque in color, and 
devoid of blood vessels. Histologically, 
the conical hyperkeratotie plug pos- 
sesses a central parakeratotie column, 
suggesting a cornoid lamella. Absence 
of the epidermal granular layer, cystic 
dilation of the eccrine sweat gland 
apparatus, and chronic inflammation 
with dermal fibrosis complete the 
histologic features. The tumor can be 
differentiated from callosities, clavi 
(corns), and warts by the clinical and 
histologic features described. Addi- 
tionally, callosities are diffuse hyper- 
keratoses that lack a central plug. 
Clavi may have a diffuse central 
hyperkeratosis, but the sharp margi- 
nation and conical nature of the 
hyperkeratotic plug of porokeratosis 
plantaris discreta are not seen. Warts 
are easily distinguished by the typical 
papillary bleeding points visualized on 
paring. 

Porokeratoses plantaris discreta are 
generally refractory to therapy by 
conservative methods, such as chemi- 
cal cautery. Taub and Steinberg! have 
recommended complete excision to 
include the underlying sweat gland, 
whereas Montgomery’ has suggested 
removal of the central keratin plug 
and electrosurgical destruction of the 
base of the tumor. Since 1974 I have 
used cryosurgery as treatment for 
this lesion and have found it to be a 
very satisfactory method for removal 
of such lesions without scarring. 


MATERIALS AND METHODS 


Six male and five female patients were 
observed. The ages of these patients 
ranged from 82 to 68 years, with a mean of 
50 years. Twenty-one individual lesions 


were treated, the majority of the lesions 
being present on the pressure-bearing 
areas of submetatarsal heads and heel (Fig 
1). The diameter of the lesions varied from 
3 to 9 mm, with an average diameter of 5.5 
mm. The lesions were treated by cryosur- 
gery with liquid nitrogen spray, using the 
method described below. No lesions were 
treated on more than two occasions, the 
average being 1.2 treatments per lesion. 
Follow-up has averaged 22 months. 

All lesions were treated by direct spray 
of liquid nitrogen, using a hand-held cryo- 
surgical instrument. All lesions were 
rendered anesthetic prior to treatment by 
either direct sublesional infiltration or 
posterior tibial nerve block anesthesia 
using 2% lidocaine. The surface of the 
lesion was superficially pared to delineate 
the margins of the characteristic central 
keratinaceous plug (Fig 2). The plug was 
removed by sharp dissection, leaving a 
central conical cavity 1 to 3 mm in depth. A 
continuous spray of liquid nitrogen was 
directed, through an 18-gauge needle tip 
attached to the unit, into the central coni- 
cal defect created by removal of the kera- 
tin plug. The spray of liquid nitrogen was 
continued until the visible ice ball had 
advanced 2 mm beyond the margin of the 
lesion. A blister, often hemorrhagic in* 
nature, developed within 24 to 72 hours 
after cryosurgical treatment (Fig 3). The 
blister roof was removed by sharp dissec- 
tion 14 days after initial treatment. Care 
was taken to remove only the blister roof, 
leaving undisturbed the newly regenerated 
epidermis that covered the floor of the 
blister. Any evidence of a residual keratin 
plug in the center of the treated site was 
retreated immediately after the removal of. 
the blister roof by superficial freezing 
without the use of local anesthesia. Such 
retreatment was necessary in four of the 
2] lesions. The patients were followed up 


and examined at regular intervals for 
evidence of recurrence. : 
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Fig 1.—Distribution of porokeratoses, majority being on pressure-bearing areas of 


submetatarsal heads and heels. 


RESULTS 


Of the 21 lesions treated, two re- 
curred in one patient. The remaining 
19 lesions have revealed no evidence of 
recurrence over an average follow-up 
period of 22 months, constituting a 
cure rate of 90.5%. 


COMMENT 


Cryosurgical treatment of painful 
plantar porokeratoses appears to offer 
an alternative method of therapy with 


"4 _ Arch Dermatol—Vol 115, May 1979 


b 


advantages beyond an acceptable cure 
rate. The technique is simple and easy 
to apply. Postoperative morbidity is 
mild, but may consist of pain that 
requires analgesic medications, leak- 
age of blister fluid, and, rarely, 
secondary infection. Most patients are 
able to continue their daily routine 
and work following this method of 
treatment. The uncomplicated proce- 
dure results in elimination of the 
lesion without scarring. Achievement 
of satisfactory results would appear to 
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Fig 2.—Porokeratosis plantaris discreta, 
showing characteristic central keratin 
plug after surface paring of lesion. 





ing. 


require strict adherence to the estab- 
lished methodology and patient com- 
pliance with appropriately timed fol- 
low-up. 
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Case Reports 


Juvenile Dermatitis Herpetiformis 


Immunopathology and HLA Typing 


Luis A. Diaz, MD; Barry C. Lamkin, MD; Howard V. Dubin, MD 


e Juvenile dermatitis herpetiformis oc- 
curred in a 20-month-old girl. She had 
granular IgA, C3, and fibrin bound to the 
basement membrane zone of the skin by 
direct immunofluorescence and negative 
serum antibodies against the skin on indi- 
rect immunofluorescence. The HLA typ- 
ing of peripheral lymphocytes was A1, 
Aw30, B8, Bw51 without clinical evidence 
of malabsorption syndrome. A rapid 
improvement was observed on dapsone 
therapy. These findings strongly suggest 
that juvenile dermatitis hepetiformis is a 
disease entity different from chronic 
bullous dermatosis of childhood. 

(Arch Dermatol 115:584-586, 1979) 


he differential diagnosis of non- 

hereditary vesicular eruptions oc- 
eurring in children includes pemphi- 
gus, bullous pemphigoid, dermatitis 
herpetiformis, and chronic bullous 
dermatosis of childhood (CBDC).' Im- 
munofluorescence techniques have 
been found useful in differentiating 
these entities. By direct and indirect 
immunofluorescence, it is possible to 
detect in vivo bound or circulating 
“pemphigus” or “pemphigoid” anti- 
bodies in the skin or the sera of 
patients with pemphigus and pem- 
phigoid, respectively.'? In the adult 
type of dermatitis herpetiformis, IgA 
bound in vivo to the basement 
membrane zone (BMZ) has been dem- 
onstrated." The serum of adult 
patients with dermatitis herpetifor- 
mis usually shows no signs of pem- 
phigoid or pemphigus antibodies, but, 
recently, circulating IgA antibodies 
against the BMZ of the skin have been 
described in the sera of a few patients 
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with dermatitis herpetiformis.'* Blis- 
tering eruptions occurring in children 
in whom the direct immunofluores- 
cence of the skin disclosed Ig A deposi- 
tion at the BMZ have been considered 
by some authors*'" to represent 
chronic bullous dermatosis of child- 
hood (CBDC) rather than dermatitis 
herpetiformis. It has been said' that 


children with CBDC have negative 


results of immunofluorescence studies 
of the skin and the sera. However, it is 
thought that many of these patients’ 
conditions will evolve into bullous 
pemphigoid or dermatitis herpeti- 
formis if followed up long enough."' 

Recently, new findings have been 
described in adult dermatitis herpeti- 
formis. These include the high inci- 
dence of gluten-sensitive enteropa- 
thy*'^' and the HLA B8 phenotype, 
which has been found in about 80% of 
these patients.*'*"' 

It is the aim of this article to report 
a case of juvenile dermatitis herpeti- 
formis in a 20-month-old girl in whom 
the diagnosis was established clinical- 
ly, histologically, and by immunofluo- 
rescence studies. The patient had 
HLA-B8 without clinical evidence of 
gastrointestinal involvement. A rapid 
response to sulfone therapy was 
observed. 


MATERIALS AND METHODS 
Immunofluorescence Techniques 


Cryostat cut sections of the patient’s 
perilesional skin biopsy specimen were 
processed for direct immunofluorescence 
using fluorescein isothiocyanate-conju- 
gated goat antisera against the following 
serum proteins: IgG (total protein concen- 
tration [TPC], 11.8 mg/mL; antibody 
concentration [AC], L8 mg/mL; fluores- 
cein/protein [F/P] ratio, 3.3); IgA (TPC, 
11.04 mg/mL; AC, 0.75 mg/mL; F/P ratio, 
3.27); IgM (TPC, 13.5 mg/mL, AC, 2.5 
mg/ML; F/P ratio, 2.3); C3 (TPC, 11.8 
mg/mL; AC, 1.1 mg/mL; F/P ratio, 2.7); 
and fibrinogen (TPC, 14.0 mg/mL; F/P 


ratio, 2.1) obtained commercially. Double 
dilutions of the patient serum (up to 1:640) 
were tested by indirect immunofluores- 
cence using fluorescein isothiocyanate- 
conjugated antisera against human IgG 
and IgA. Human skin and rat tongue were 
used as substrates. Direct and indirect 
immunofluorescence techniques were car- 
ried out as previously discussed by Beutner 
et al." 


HLA Typing 


Peripheral lymphocytes from the pa- 
tient, her parents, and her brother were 
typed for the locus A (A1, A2, A3, A9, A10, 
All, Aw23, Aw24, A25, A26, A28, A29, 
Aw30, Aw31, Aw32, Aw33, Aw34, Aw35, 
Aw36, Aw43); locus B (B5, B7, B8, B12, B13, 
B14, B15, B16, B17, B18, Bw21, Bw22, B27, 
Bw35, B37, Bw38, Bw39, B40, Bw41, Bw42, 
Bw44, Bw45, Bw46, Bw47, Bw48, Bw49, 
Bw50, Bw51, Bw52, Bw53, Bw54); and the 
locus € (Cw1, Cw2, Cw3, Cw4) by microcy- 
totoxicity assays." 


REPORT OF A CASE 


A 20-month-old girl was in completely 
normal health until January 1978, when an 
erythematous rash developed over her 
buttocks, vulva, lower extremities, and 
scalp. At the onset of her illness, she was 
taking no medications, had not been other- 
wise ill, and had received no vaccinations 
since August 1977. 

The rash remained mild, with only 
erythematous papules and possible occa- 
sional small vesicles until May 1978, when 
more vesicles and extension of her papular 
lesions developed. These lesions were 
apparently neither painful nor pruritic. 
They occurred over the same distribution 
as before, with the trunk being spared. The 
rash was not accompanied by fever, chills, 
weight loss, or other systemic symptoms. 
The initial diagnosis made was eczema and 
later impetigo, but neither topical steroid 
therapy nor antibiotics gave any relief. By 
June 1978, she had about 30 papulovesicular 
lesions and was believed to have varicella. 
When the lesions continued to spread, she 
was admitted for evaluation of her condi- 
tion. No history of malabsorption syn- 
drome was obtained. — 

Physical findings at the time of her 
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admission (Fig 1) were multiple erythema- 
` ous papules and several tense, grouped 
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vesicles containing clear fluid. Some of 
these lesions were excoriated. The lesions 
involved primarily the lower extremities 
and vulvar area with lesser involvement of 
the face and arms. Her trunk and mucous 
membranes were spared. Her weight was 
11.1 kg (50th percentile) and her height was 
87.5 em (90th percentile). She appeared 
comfortable despite an extensive rash. 
Findings from the remainder of the exam- 
ination were within normal limits. 

The following laboratory studies yielded 
normal findings: serum creatinine, BUN, 
SGOT, electrolytes, bilirubin, folate, vita- 
min B,, and urinalysis. The WBC count 
was 6,100/eu mm, with 27% polymorphonu- 
clear leukocytes, 7% band forms, 12% eosi- 
nophils, 5% lymphocytes, and 3% mono- 
cytes. 

Histologic examinations of the skin 
disclosed a subepidermal vesicle (Fig 2) 
with a moderate neutrophilic infiltrate in 
the papillary dermis. Perilesional skin 
biopsy on direct immunofluorescence 
showed a heavy granular-linear deposition 
of IgA, C3, and fibrin along the BMZ (Fig 
3, left, center, and right, respectively). The 
patient's serum was normal by indirect 
immunofluorescence when tested against 
rat tongue and human skin substrates with 
both anti-IgG and anti-IgA conjugates. 
The HLA typing of the patient's pedigree 
is shown in Table 1. As seen, our patient 
had an HLA, Al, Aw30, B8, Bw51 pheno- 
type. 

The patient responded rapidly to dap- 
sone therapy (25 mg/day). After three 
months of therapy, the patient remains in 
clinical remission. 


COMMENT 


Juvenile dermatitis herpetiformis 
has been described in children as a 


+ig 1.—Grouped vesicular eruption on 
both legs. 
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rare variant of dermatitis herpeti- 
formis." The vesicular eruption in 
these patients is associated with a 
very mild pruritus. The histologie 
findings from the skin and the rapid 
response to sulfones mimic the adult 
type of dermatitis herpetiformis. On 
clinieal and histological grounds it 


may be impossible to differentiate 
juvenile dermatitis herpetiformis 


from juvenile bullous pemphigoid or 
the so-called benign chronic dermato- 
sis of childhood. The immunofluores- 
cence techniques have provided useful 
new information that helps in this 
differentiation. Specifically, pemphi- 





Fig 2.—Skin biopsy specimen shows subepidermal bulla (hematoxylin-eosin, Original 


magnification » 200). 





Fig 3.—Skin biopsy specimen processed by direct immunofluorescence. Fluorescein 
isothiocyanate-conjugated antisera against human IgA (left), C3 (center), and fibrin 


(right) (original magnification x 310). 


Table 1.—HLA Typing in Patient's Pedigree 


A 
A1, Aw30 
A1, A2 
A1, Aw30 
A1, Aw30 


Father 


Mother 
Patient? 
Brotheri 


*Cells unreactive with sera tested. 
tJuvenile dermatitis herpetiformis. 
iHealthy child. 
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B8, Bw51 
B8, Bw54 
B8, Bw51 
B8, Bw51 





Locus 


B D 

Not done 
Not done 
Not done 
Not done 
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Disease 
Pemphigus 





Dermatitis 
herpetiformis 
Benign bullous 


dermatosis of 
childhood 










Negative 





*Intercellular substance (epidermis). 
Basement membrane zone. 


gus? and bullous pemphigoid’ in chil- 
dren will show the typical pemphigus 
or pemphigoid IgG antibody bound to 
the skin (direct immunofluorescence) 
or circulating in the serum of these 
patients (indirect immunofluores- 
cence), while patients with dermatitis 
herpetiformis will show IgA bound to 
the BMZ (granular or linear) of the 
skin usually without circulating IgG 
antibodies against the skin, although 
recent reports’ indicate that, in a few 
patients with dermatitis herpetiform- 
is, a circulating IgA antibody against 
the skin can be detected by indirect 
immunofluorescence techniques. By 
contrast, reported cases of benign 
chronic bullous dermatosis of child- 
hood have shown negative findings on 
immunofluorescence studies.’ In re- 
cent reports certain authors*'" have 
described children with a bullous 
dermatosis and a peculiar IgA deposi- 
tion at the BMZ of the skin. The 
patients had normal serum when stud- 
ied by indirect immunofluorescence 
and responded quickly to sulfone ther- 
apy. The authors concluded that the 
bullous eruption in their patients was 
unrelated to dermatitis herpetiformis 
and perhaps may be variants of 
CBDC. It is possible that all these 
children had dermatitis herpetiform- 
is. 

Other new observations made re- 
cently include the high incidence of 
HLA-B8 and HLA-Dw3 phenotypes 
(six),'*'* and gluten-sensitive enterop- 
athy (six)'*"* in patients with dermati- 
tis herpetiformis. HLA typing has not 
been included in reported cases of 
juvenile dermatitis herpetiformis, ju- 
venile bullous pemphigoid, or benign 
bullous dermatosis of childhood. The 
patient described in this article had an 
HLA, Al, Aw30, B8, Bw51 phenotype 
without clinieal evidence of malab- 
sorption syndrome. The growth pat- 
tern of this patient was normal. Both 
of her parents had the HLA-B8 anti- 
gen and her brother shared the identi- 
eal HLA phenotype as the patient. 
However, the brother is normal (Table 
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Antiepidermal Antibodies, 
Indirect Immunofluorescence 
(Serum) 


+, ICS* antigen (IgG) 


Pemphigoid +, BMZt antigen (IgG) +, BMZ No association” None 


— or +, BMZ antigen, IgA only 





Table 2.—Chronic Nonhereditary Bullous Dermatosis of Childhood: Differential Diagnosis 






Bound Antibodies, 


(Skin) 
+, ICS 


+, BMZ (IgA) 


Negative 


1). This may indicate that other genet- 
ic factors may be important in the 
pathogenesis of dermatitis herpeti- 
formis. Table 2 outlines the more 
important features to be considered in 
the differential diagnosis of 
nonhereditary bullous eruptions in 
children. It is expected that in the 
future new laboratory parameters 
such as the dermatitis herpetiformis/ 
gluten-sensitive enteropathy specific 
B-cell alloantigens described recent- 
ly*! will be available to evaluate these 
patients’ conditions. We think CBDC 
is a diagnosis of exclusion and pres- 
ently should be applied to patients 
with negative findings from immuno- 
fluorescence studies of the skin and 
serum. The HLA phenotype of these 
patients and their evolution in time 
will indicate whether CBDC is a true 
entity or the clinical presentation of 
dermatitis herpetiformis or bullous 
pemphigoid children. As can be 
observed in Table 2, the patient 
described in this study fulfills most of 
the criteria for the diagnosis of juve- 
nile dermatitis herpetiformis. 


This study was supported by National Insti- 
tutes of Health Biomedical Research support 
grant RR-05383. The HLA typing was carried out 
by Richard F. Haines, PhD, Tissue Typing Labo- 
ratory, Department of Surgery, University of 
Michigan, Ann Arbor. 
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Steroid-Induced 
Acanthosis Nigricans in Dermatomyositis 


Henry W. Randle, MD, PhD, R. K. Winkelmann, MD, PhD 


è Acanthosis nigricans of the groin, 
axillae, and neck developed in a patient 
on long-term steroid therapy for dermato- 
myositis after eight years. The dermatosis 
resolved spontaneously ten years after 
the steroid use had been discontinued. 
Review of three personal cases and the 
literature suggests that acanthosis nigri- 
cans may have a hormonal basis. 

(Arch Dermatol 115:587-588, 1979) 


canthosis nigricans originally was 
described by Pollitzer' as being 
related to malignant neoplasms, but 
subsequent experience has empha- 
sized other causes, particularly chemi- 
cal or hormonal factors. Recently, we 
saw a patient with acanthosis nigri- 
cans that was related to steroid 
administration for the treatment of 
dermatomyositis. Our experience and 
data in the literature suggest that this 
drug-related development should not 
be unexpected. 


REPORT OF A CASE 


A 22-year-old woman was first seen at 
the Mayo Clinic in November 1959 when 
she was 4 years old. During a two-year 
period, erythema and depigmentation had 
developed over her knuckles and interphal- 
angeal joints, and she suffered from peri- 
orbital erythema and edema and calcinosis 
of the thighs, buttocks, and ears. She had 
minimal but definite weakness. Dermato- 
myositis was diagnosed, and treatment 
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was begun with triamcinolone orally (2 to 4 
mg daily). 

The steroids were given during the next 
nine years, although their use was discon- 
tinued for brief periods of two to three 
months on several occasions. The patient 
also had received methotrexate for the 
previous three months. Hyperpigmenta- 
tion and verrucose epithelial hyperplasia of 
the axillae, groin, and neck had been 
observed at the end of the treatment peri- 
od in 1969 (Figure, left) The patient's 
menses had begun a few months previous- 
ly. There was no family history of acantho- 
sis nigricans. 





Left, Patient with dermatomyositis and 
cushingoid appearance secondary to cor- 
ticosteroid therapy, calcinosis cutis, and 
acanthosis nigricans. Right, Spontaneous 
clearing of acanthosis nigricans ten years 
after discontinuation of steroids. 


At the time of onset of the dermatosis, 
the patient had a notable cushingoid 
appearance and was of short stature. Her 
height was 147 em (30th percentile), and 
her weight was 37.6 kg (30th percentile). 

The hemoglobin level was 10.8 g/dL; 
fasting plasma glucose level, 73 mg/dL; 
and sedimentation rate, 51 mm in one hour 
(Westergren method). The electromyo- 
gram showed typical myopathic changes 
consistent with dermatomyositis. Values 
for creatinine phosphokinase and SGOT 
were normal. Roentgenograms disclosed 
extensive calcification of the soft tissues. 

Three years after the use of the steroid 
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Patients With 
Dermatomyositis and 
Corticosteroid-Related 
Acanthosis Nigricans 


Age at onset of 
dermatomyosi- 
tis, yr 
Age at onset of 
acanthosis nigri- 
cans, yr 
Duration of steroid 
use before on- 
set of acantho- 
sis nigricans, yr 16% 
Body weight at 
onset of acan- 
thosis nigricans, 
kg 52.2 





had been discontinued, the patient began 
to grow normally and had a slight improve- 
ment in the acanthosis nigricans. Seven 
years later (or ten years after steroid ther- 
apy was stopped), a pronounced resolution 
of the acanthosis nigricans was noted (Fig- 
ure, right). 


COMMENT 


Acanthosis nigricans is a verrucose, 
symmetric, hyperkeratotie dermatosis 
that occurs mainly on the flexural 
areas of the body. There are two 
types”: a benign type, which is usually 
seen in juveniles and is of idiopathic, 
drug, endocrine, or familial origin, 
and a malignant type, which is asso- 
ciated with an internal malignant 
neoplasm, usually adenocarcinoma. 
The mechanism for its development is 
unknown, although an endocrinologic 
basis for benign acanthosis nigricans 
was postulated as early as 1909 by 
Pollitzer.' 

In their review, Brown and Winkel- 
mann: included several patients who 
were on long-term therapy with corti- 
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sone and who subsequently developed 
acanthosis nigricans. Tuffanelli* re- 
ported on a patient who had chronic 
active hepatitis in whom acanthosis 
nigricans developed after six months 
of corticosteroid therapy. We have 
seen two additional patients with 
childhood dermatomyositis in whom 
acanthosis nigricans developed while 
they were receiving long-term thera- 
py with cortisone (Table). The associa- 
tion of steroids with the development 
of acanthosis nigricans indicates that 
the endocrine system may be related 
to the genesis of the condition. 

However, the hormone might not be 
of a pituitary origin because adrenal 
steroids generally suppress the pitui- 
tary gland. Interference with growth 
in our patient demonstrates this pitui- 
tary suppression. If the hormone is 
from this gland, then it should be a 
substance that escapes the adrenal 
suppression, or is produced in in- 
creased amounts when steroids are 
given. A pituitary hormonal origin of 
acanthosis nigricans would be consist- 
ent with the findings reported earlier’ 
of nine patients with pituitary tumors 
in whom acanthosis nigricans devel- 
oped. Lerner and his colleagues’ 
suggested that the pituitary gland 
produces a peptide that stimulates the 
skin to undergo papillomatosis and 
acanthosis characteristic of acanthosis 
nigricans, although such a peptide has 
not been isolated. 

The hypothesis that malignant 
acanthosis nigricans is due to a 
humoral mediator recently gained 
favor when a gastric carcinoma from a 
patient with acanthosis nigricans was 
shown to contain cells identified as 
enterochromaffin-like cells of the 
APUD series of endocrine cells, there- 
by classifying the tumor as an 
APUDoma.* These tumors are charac- 


secretory granules, and many of t 
tumors can secrete polypeptide or 
amine hormones.” 

We cannot exclude the possibility 
that the acanthosis nigricans asso- 
ciated with prolonged steroid therapy 
is due to alteration of a hormone- 
receptor interaction, as in the syn- 
dromes of insulin resistance asso- 
ciated with acanthosis nigricans." We 
believe that these studies support the 
concept that hormones are involved in 
the production of acanthosis nigri- 
cans. 


The left part of the Figure is reproduced from 
a previous issue of the ARCHIVES (102:572-573, 
1970). 


Nonproprietary Name and 
Trademarks of Drug 


Triamcinolone—Aristocort Tablets, Kena- 
cort. 
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_ staphylococcal Sealded Skin Syndrome 
“Adult With Hodgkin’s Disease 


Hal B. Ridgway, MD, Nicholas J. Lowe, MD, MRCP 


€ An elderly man with Hodgkin’s dis- 
ease who was receiving multiple drug 
chemotherapy became septic and a wide- 
spread bullous eruption developed. In- 
traepidermal cleavage on skin biopsy 
supported a diagnosis of the staphylococ- 
cal scalded skin syndrome (SSSS) type of 
toxic epidermal necrolysis. Blood cultures 
confirmed a staphylococcal septicemia. 
Occurrence of this syndrome in an adult is 
unusual. A review of the literature on 
SSSS indicates an increased mortality 
when adults are compared with children 
with this syndrome. 

(Arch Dermatol 115:589-590, 1979) 


taphylococeal scalded skin syn- 
drome (SSSS) is a_ potentially 
severe skin disease. In 1956, Lyell’ 
characterized this clinical entity and 
referred to it as toxic epidermal necro- 
lysis (TEN). It is now generally 
accepted that TEN can be divided into 
two groups: SSSS, which is usually a 
disease of children induced by infec- 
tion with Staphylococcus aureus, 
phage group 2, or drug-induced TEN, 
which occurs chiefly in adults. 
Advances recently have been made 
toward understanding the pathophys- 
iology of these diseases. These ad- 
vances have been presented in an 
excellent review article by Elias et al.’ 





Accepted for publication Nov 29, 1978. 

From the Division of Dermatology, University 
of Wisconsin Center for Health Sciences, Madi- 
son. Dr Ridgway is now in private practice at the 
East Madison Clinic, Madison, Wis. Dr Lowe is 
now with the Division of Dermatology, UCLA 
School of Medicine, Los Angeles. 

Reprints not available. 


Adult cases of SSSS have been 
reported previously, *'' but they are 
rare. We describe a patient with 
Hodgkin's disease in whom SSSS 
developed following staphylococcal 
septicemia. A review of the recent 
literature suggests that the mortality 
of SSSS in adults with an underlying 
systemic disease is much greater than 
SSSS in childhood (Table). 


REPORT OF A CASE 


This 68-year-old man with Hodgkin’s 
disease (mixed cellularity, stage II, intra- 
abdominal disease only) was admitted to 
the University of Wisconsin Hospital on 
Nov 1, 1977, because of fatigue, anorexia, 
and diarrhea following chemotherapy. He 
was being treated with cyclophosphamide, 
vincristine sulfate, procarbazine hydro- 
chloride, prednisone, and allopurinol. 

Physical examination demonstrated a 
thin, elderly man in mild respiratory 
distress. The patient was afebrile; auscul- 
tation of the chest showed scattered 
wheezes bilaterally. Palpation disclosed an 
ill-defined right abdominal mass, and no 
adenopathy. Findings from the remainder 
of the physical examination were unre- 
markable. 

Pertinent laboratory findings included a 
WBC count of 9,000/cu mm; hemoglobin 
level, 9.7 g/dL; hematocrit reading, 30%; 
and normal urinalysis results. Findings on 
chemjstry survey were within normal 
limits except for an elevated BUN level of 
32 mg/dL, decreased total serum protein 
value of 5.8 g/dL, and an albumin content 
of 3.8 g/dL. Chest x-ray film showed no 
acute pulmonary disease. 

The patient's hospital course was eompli- 
eated by aspiration pneumonia on Nov 7 
that required two weeks of parenteral 
therapy with penicillin G potassium and 


in an 


gentamicin sulfate. Chemotherapy was 
restarted on Nov 12 consisting of weekly 
intravenous injections of bleomycin sul- 
fate, mechlorethamine hydrochloride, vin- 
cristine sulfate, and prednisone, 70 mg 
daily by mouth. Following the second 
course of chemotherapy Nov 19, he became 
leukopenic with a WBC count of 1,000/cu 
mm and a differential of 86% polymorpho- 
nuclear leukocytes, 18% bands, and 1% 
lymphocytes. 

On Nov 25, a temperature of 40.5 °C 
developed and the patient became dyspne- 
ie. He was noted to have multiple large 
flaecid bullae on his arms, legs, and trunk 
(Fig 1). Over pressure points the bullae had 
ruptured, leaving superficial erosions. A 
positive Nikolsky's sign was demonstrated; 
otherwise, his examination findings were 
unchanged. The WBC count was 10,900/cu 
mm, with 64% segmented neutrophils, 35% 
bands, and 1% lymphocytes. Chest x-ray 
film showed no interval change. Skin 
scrapings of a bullous area examined with 
Giemsa stain disclosed acantholytie nu- 
cleated and anucleate corneocytes; no poly- 
morphonuclear leukocytes, cuboidal epithe- 
lial cells, or cellular debris were seen. A 
skin biopsy specimen was obtained for 
routine histological examination and direct 
immunofluorescence. 

Following multiple cultures he was 
started on a regimen of intravenous cepha- 
lothin sodium, gentamicin sulfate, and 
methicillin sodium; topical treatment con- 
sisted of petroleum jelly and gauze. The 
following day there was no progression of 
his skin involvement and Nikolsky's sign 
was absent. Coagulase-positive S aureus 
grew from blood cultures; cultures from 
bullae fluid were sterile. Based on culture 
sensitivities and because of worsening 
renal function, gentamicin and methicillin 
were discontinued, while intravenous ad- 
ministration of cephalothin was continued. 
Despite treatment, his condition gradually 


A Review of Recent SSSS* in Adults Reported in the English Literature 
















Source Age, yr/Sex Underlying Disease Immunosuppressive Therapy Outcome 
Lewis” 26/F None None Recovery 
Trentham et al? 57/M Diabetes mellitus, urate nephropa- None Fatal 
thy 













Amon and Dimond" 62/M Hodgkin's disease Mechlorethamine, vincristine, procarbazine, Fatal 


prednisone 
Sturman and Malkinson" 33/F None None Recovery 
Schlesinger” 72/M None None Recovery 





















Present case 68/M Hodgkin's disease Cyclophosphamide, prednisone, vincristine, Fatal 


bleomycin, mechlorethamine, procarbazine 


*SSSS, staphylococcal scalded skin syndrome (case reports of localized disease, ie, bullous impetigo, not included). 
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Fig 1.—Superficial separation of epidermis 
on patient's leg. 





Fig 2.—High epidermal cleavage plane 
within granular layer. Note absence of 
inflammatory cells within bullae and in 
dermis (hematoxylin-eosin, original magni- 
fication x 430). 


deteriorated; he became comatose and died 
on Dee 3, 1977. Abdominal postmortem 
examination showed _ intra-abdominal 
Hodgkin’s disease with extension to large 
and small intestine, right hydronephrosis, 
and bilateral renal abscesses containing 
Gram-positive cocci. 

On histopathologic examination, a 6-mm 
punch skin biopsy specimen taken from the 
edge of a bullous area showed intraepider- 
mal separation in the midgranular cell 
layer. There was no significant dermal 
inflammatory response. These were con- 
sistent with SSSS type of TEN with a high 
plane of intraepidermal cleavage (Fig 2). 
Difect immunofluorescence with anti IgG, 
IgM, IgA, and C3 complement was nega- 
tive. 


COMMENT 


Staphylococeal scalded skin syn- 
drome is the same clinical entity 
described by Ritter von Rittershain a 
century ago, which he called "dermati- 
tis exfoliativa neonatorum.”" Clini- 
cally, SSSS can be a localized process, 
or generalized with widespread exfol- 
iation. Some confusion in terminology 
developed when Lyell introduced the 
term toxic epidermal necrolysis (TEN) 
to include SSSS and drug-induced 
TEN.' The distinction of these two 
entities was advanced in 1970, when 
Melish and Glasgow demonstrated 
epidermolysis in neonatal mice in- 
fected with phage group 2 S aureus." 
Recently, advances have been made in 
characterizing the staphylococcal epi- 
dermolytic toxin and its mechanism of 
action in experimental animals and 
humans. These advances are well 
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summarized. by Elias et rab. 

Staphylococcal scalded hia syn- 
drome is primarily a disease of chil- 
dren under age 5 years. In this age 
group, the disease carries a good prog- 
nosis and a very low morbidity- 
mortality. Drug-induced TEN, in con- 
trast, is usually seen in adults, has a 
prolonged course (one to three weeks), 
and a 25% to 50% mortality. 

Early differentiation between SSSS 
and TEN is important so appropriate 
therapy can be initiated. In addition 
to history and clinical examination, 
we found exfoliative cytology as 
described by Amon and Dimond" very 
helpful diagnostically, while awaiting 
routine histologic study and culture 
results. Examination of cells stained 
with Giemsa’s stain demonstrated 
both anucleate and nucleated kerati- 
nocytes without cuboidal epithelial 
cells and inflammatory cells, which 
would be expected in drug-induced 
TEN. Another method for rapid 
differentiation employs the use of 
frozen section technique on bullae 
roofs to determine the level of epider- 
mal cleavage." Routine histology in 
SSSS shows acantholysis and high 
epidermal cleavage just below or with- 
in the stratum granulosum, while 
drug-induced TEN demonstrates epi- 
dermal cell necrosis at the basal layer, 
subepidermal cleavage, and acute in- 
flammatory cells similar to erythema 
multiforme.“ The confirmatory dif- 
ferentiating feature rests in isolation 
of coagulase-positive S aureus from 
the patient. Phage typing of the orga- 
nism usually has identified phage 
group 2." Unfortunately, due to labo- 
ratory error, our patient's culture was 
not phage typed. 

Elias et al suggest that most 
previously reported cases of SSSS in 
adults would have been more precisely 
termed "bullous impetigo" because 
cultures of phage group 2 staphylococ- 
ci were isolated from intact bullae. 
Bullae fluid in our patient was ster- 
ile. 

Treatment of SSSS must obviously 
be aimed at elimination of the offend- 
ing epidermolytie toxin producing 
Staphylococcus. Since many of the 
staphylococci isolates in SSSS have 
been penicillin-resistant, it is prudent 
to administer penicillinase-resistant 
semisynthetic penicillins initially, 
pending sensitivity culture results." 
While there is little controversy over 
the importance of systemically admin- 
istered antibiotics in SSSS, the use of 
concomitant systemically adminis- 
tered steroids in this disease is still 
debated. Rudolph et al" concluded 
that steroids alone worsen and pro- 
long the eourse of SSSS. Our patient 
was empirically begun on triple anti- 
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biotic therapy ‘at “the onset. “ot fis ^ Md 


septie symptoms, which brought about - 

a rapid halt to further exfoliation — 4 
within 48 hours. Topical treatmen& * 
should be similar to the treatment of a 
second-degree burn.** 

The course and prognosis in SSSS  - 
has an overall mortality of 3.6%. x 
However, our review of adult SSSS 
suggests a much worse prognosis, 
with a mortality of 54% (Table). The 
explanation for such a great discrep- 
ancy in mortality would appear 
related to coexistent disease and ther- 
apy for the underlying disease com- 
promising adults in whom SSSS devel- 
ops. 


Nonproprietary Names and 
Trademarks of Drugs 


Vincristine sulfate—Oncovin. / 
Allopurinol—Zyloprim. 
Gentamicin sulfate—Garamycin. 
Bleomycin sulfate— Blenorane. 
Cephalothin sodium—Keftin. 
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Insulin Allergy 


Report of a Case With Delayed Local Reaction 


Yelva Lynfield, MD, Paul Rosman, DO 


€ A diabetic patient had delayed local 
cutaneous allergic reactions to insulin. 
We describe his lesion, biopsy findings, 
and treatment. Allergic reactions to insu- 
lin may be immediate local or systemic, 
which are IgE-mediated, or delayed local, 
which are IgG-mediated. Recommended 
management of local reactions is to use a 
single-peak pork insulin of the insulin 
zinc suspension series. Progressive im- 
mediate local reactions may herald the 
onset of systemic reactions. Hospitaliza- 
tion and desensitization to insulin may be 
required for systemic allergic reactions to 
insulin. 

(Arch Dermatol 115:591-592, 1979) 


llergic reactions, both local and 
systemic, to the injection of 
insuin were much more frequent 
years ago, before highly purified insu- 
lin became available. Because derma- 
tologists practicing now may not be 
familiar with the manifestations of 
insulin allergy and their proper man- 
agement, we describe a patient we 
treated recently. 


REPORT OF A CASE 


A 62-year-old man was seen in the 
dermatology clinic of the Brooklyn Veter- 
ans Administration Hospital in April 1978 
for local skin reactions to insulin injections. 
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Diabetes mellitus was diagnosed in 1971, 
and treatment was begun with diet and 
administration of oral hypoglycemic 
agents. In 1978, because of persistent 
hyperglycemia, injections of isophane insu- 
lin suspension U-100 beef-pork insulin 
were started. On the 13th day of therapy, a 
local reaction was first noted at an injec- 
tion site; similar reactions then appeared 
at the site of each subsequent injection. 
These reactions appeared four hours after 
the injection, and they were characterized 
by local itching, redness, and swelling, 
which decreased after three to four days. 

The patient was first seen on the 17th 
day of insulin therapy. History revealed 
diabetes mellitus and penicillin allergy. On 
physical examination, obesity (108.4 kg) 
and borderline hypertension (blood pres- 
sure, 135/95 mm Hg) were noted. He had 
no vascular complications of diabetes melli- 
tus. Examination of the skin showed four 
poorly marginated erythematous areas on 
the abdomen (Fig 1 and 2). The most recent 
injection site was indurated and it had the 
largest area of erythema, while the oldest 
site was only a macule. 

A skin biopsy specimen from one of 
these lesions (Fig 3 and 4) showed a dense 
perivascular and periappendageal infil- 
trate of small lymphocytes with occasional 
neutrophils. The leukocyte reaction was 
most prominent in the subcutaneous fat. 
Also, the blood vessels showed dilation and 
endothelial hyperplasia. 

Therapy was changed to U-100 pork 
insulin zine suspension. Immediately, the 
reactions decreased in intensity and dura- 
tion. The onset of the reactions was 
delayed so that itching and redness did not 
appear for six to eight hours after the 
injection. In addition, all evidence of the 
reaction disappeared within 24 hours. The 
reactions became less intense, and in four 
weeks there were no reactions to injections 
of the U-100 pork insulin zine suspension. 
At that time, therapy was changed to 
single-component pork insulin zine suspen- 
sion; mild erythema and edema occurred 


after the first two injections, but not there- 
after. Subsequently, therapy was changed 
back to commercial pork U-100 (single- 
peak) insulin zine suspension, without any 
reactions. 


COMMENT 


The antigen provoking an allergic 
reaction to insulin may reside in a 
contaminant of the insulin, in a 
protein-insulin conjugate, or in the 
insulin molecule itself. Dermatologic 
reactions to insulin have decreased 
because insulins used today are much 
purer than those used previously. 

Two types of highly purified insulin 
are “single-peak” and “single-compo- 
nent.” Single-peak insulin is about 
99% insulin plus desamido and argi- 
nine insulins; it gives a single peak on 
gel chromatography. Single-compo- 
nent insulin is over 99% pure insulin, 
being single-peak insulin that has 
been further purified by diethylami- 
noethyl (DEAE) cellulose chromatog- 
raphy. All insulins marketed as U-100 
insulin (100 units/mL) are single-peak 
insulins. 

Insulin preparations available in 
the United States today are of bovine, 
porcine, and mixed _ bovine-porcine 
origin. The great majority of insulin 
used is mixed beef and pork. Beef 
insulin differs from human insulin at 
two sites in the amino acid A chain, 
while pork insulin differs from human 
in one amino acid in the B chain.’ Beef 
insulin is more antigenic, and there- 
fore, pork insulin is used for desensiti- 
zation and treatment of diabetes in 
patients with insulin allergy. A few 
patients are even allergic to human 
insulin.* 

Globin zinc insulin injection is insu- 
lin conjugated with a large protein 
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Fig 1.—Abdomen of patient showing two 
local reactions. 





Fig 3.—Skin biopsy specimen showing 
patchy lymphocytic infiltrate (hematoxylin- 
eosin, original magnification X 20). 


molecule. This insulin is more antigen- 
ic than insulin injection (regular insu- 
lin), isophane, and insulin zinc suspen- 
signs. The latter are composed of 
different particle sizes of insulin and 
are not conjugated with protein. 

Allergie reactions to insulin are 
divided into three types: local imme- 
diate, local delayed, and systemic.' 
The loeal delayed type is by far the 
most common. Local reactions devel- 
op one to four weeks after the initia- 
tion of insulin treatment because of 
the time required for sensitization. 
However, patients sensitized by pre- 
vious exposure to insulin may already 
have sufficient antibodies to react 
within the first few days of resuming 
insulin therapy. 

The immediate local reactions are 
IgE-mediated. They begin 15 to 30 
minutes after the injection of insulin 
and last for an hour. They can be 
identified by a positive intradermal 
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Fig 2.—Close-up view of local reaction to 
insulin. 





Fig 4.—Skin biopsy specimen showing 
dilated blood vessel with endothelial 
hyperplasia (hematoxylin-eosin, original 
magnification x 200). 


skin test. 

Delayed local reactions are IgG- 
mediated Arthus-type reactions. They 
occur four hours after injection of 
insulin and may persist for several 
days. Biphasic local reactions, both 
immediate and delayed from the same 
insulin injection, have been re- 
ported.' 

Local reactions may subside sponta- 
neously. If they persist, the current 
management is to change therapy to 
single-peak pork insulin zinc suspen- 
sion. If the local reactions still persist 
or are of increasing severity, single- 
component pork insulin is used. Occa- 
sionally, this fails and desensitization 
must be used, since persistence and 
progression of local reactions may 
herald the onset of systemic allergic 
responses to insulin. 

Systemic allergic reactions to insu- 
lin are IgE-mediated, and range from 
urticaria to angioedema to anaphylax- 


is. Of 129 patients with such reactions. 
recently described by Galloway an 
Bressler,’ 60% gave a history of inter- 
mittent insulin therapy and 37% gave 
a history of allergy to penicillin. 
Besides having IgE antibodies to insu- 
lin manifested by a positive imme- 
diate intradermal test, they have an 
increased frequency of insulin 
resistance that is mediated by IgG 
antibodies. Many of these patients 
need insulin for control of their 
diabetes, and must be desensitized in 
the hospital with all the precautions 
(epinephrine, antihistamines, ster- 
oids, oxygen) available in case of 
anaphylaxis. 

The case reported herein is a typical 
example of delayed local allergic reac- 
tion to insulin, and was managed 
according to the guidelines described 
herein. It is interesting that after 
spontaneous desensitization to sin- 
gle-peak pork insulin, therapy was 
changed to single-component pork 
insulin and the patient showed mild 
local reactions. Wentworth et aL 
reported that single-component pork 
insulin was more antigenic than 
single-peak pork insulin in 22% of 78 
patients with local allergy. The expla- 
nation for this is unknown. 

Research on the mechanism and 
management of insulin allergy is 
continuing. 


John A. Galloway, MD, supplied advice and 
single-component insulin. 


Nonproprietary Names and 
Trademarks of Drugs 


Insulin zinc suspension—Lente Iletin, Lente 
Insulin. 

Isophane insulin suspension—NPH Tletin, 
NPH Insulin. 
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Hydrofluoric Acid Burns 


A Report of a Case and Review of the Literature 


Lt Comdr Stephen W. Shewmake, MC, USN, Lt Comdr Barbara G. Anderson, MC, USNR 


® Burns caused by exposure to hydro- 
fluoric acid are occurring with ever- 
increasing frequency due to the wide use 
of this acid in industry and research. Such 
burns are characterized by severe pro- 
gressive tissue destruction and excruciat- 
ing pain resulting from the unique proper- 
ties of the freely dissociable fluoride ion. 
The subungual tissues are especially 
susceptible to the destructive effects of 
hydrofluoric acid. The proper treatment of 
hydrofluoric acid burns requires prompt 
recognition and the institution of specific 
therapeutic measures by the attending 
physician. 

(Arch Dermatol 115:593-596, 1979) 


ydrogen fluoride is shipped both 

as a liquid under pressure (boil- 

ing point, 20 °C) and as a solution of 

various strengths up to 70%. The solu- 

tion form, hydrofluoric acid, is one of 

the strongest inorganic acids known 

and is frequently referred to as “HF” 

or “HF acid” to distinguish it from the 

relatively innocuous hydrochloric 
acid.’ 

Hydrofluorie acid is widely used in 
industry and research. Referring to 
the industrial use of fluorine com- 
pounds, Waggaman stated, "A chemi- 
cal devil has been tamed and trained 
to serve in war and peace."* Unfortu- 
nately, as demonstrated by this report 
of a case, burns due to hydrofluoric 
acid are specifically characterized by 
intense pain and severe progressive 
tissue damage due to the unique prop- 
erties of the fluoride ion. These burns, 
if not promptly recognized and prop- 
erly treated, may produce serious 
injury and prolonged disability. Spe- 
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cific treatment, when given early, is 
very effective. Its wide usage and 
destructive properties make it imper- 
ative that all physicians know how to 
treat hydrofluoric acid burns. 


REPORT OF A CASE 


An 18-year-old man was admitted to the 
Naval Regional Medical Center, San Diego, 
in January 1978, complaining of the recent 
onset of painful erythematous and vesicu- 
lobullous lesions involving his arms and the 
anterior aspects of the thighs. 

Prior to admission, the patient worked in 
a ship’s laundry where he was exposed to 
numerous agents, including a nontoxic 
liquid detergent, an alkali detergent-build- 
er, concentrated bleach, concentrated pow- 
dered detergent, dry starch, a fabric 
softener, bluing agents, and a spot and rust 
remover (Erusticator) containing 11% hy- 
drofluoric acid. On the afternoon prior to 
admission, he washed a long-sleeved sweat- 
er in the rust remover. Approximately two 
hours later, while sitting on and leaning 
against a damp carpet in the back of a 
pickup truck, he put the sweater on over a 
cotton undershirt. Despite the fact that his 
sweater and trousers became damp, the 
patient remained in this position for three 
hours until he noticed that his elbows and 
forearms had become erythematous and 
painful and felt as if they were sunburned. 
Five hours later, the patient was aroused 
from his sleep by a sharp increase in the 
painful burning sensation and found "blis- 
ters" on his elbows and left wrist that 
prompted him to seek medical advice. 

Pertinent physical findings on admission 
were limited to the skin, which showed 
edematous, severely erythematous patches 
on the anterior aspects of both thighs (Fig 
1) and on both arms in the areas not 
covered by his undershirt. There were 
large white to yellowish-white bullae on 
both elbows and the left wrist (Fig 2). In 
some areas the bullae were ruptured, 
disclosing a shaggy, necrotic-appearing 
base. In the areas of the bullae the patient 
experienced severe discomfort. 

Findings from all routine laboratory 
examinations were within normal limits. A 
culture and sensitivity test of blister fluid 
disclosed no growth. 

The patient was admitted with the diag- 
nosis of chemical burns secondary to hydro- 
fluoric acid and treated with a regimen of 
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orally taken analgesics, debridement of the 
bullae, and immersion soaks in a 25% 
magnesium sulfate solution followed by 
the topical application of fibrinolysin and 
desoxyribonuclease ointment  (Elase). 
Within 24 hours the patient's erythema 
and pain had subsided, and the necrotic 
areas on the elbows showed dramatie 
improvement with no further evidence of 
bullae formation or tissue damage (Fig 3). 


These lesions gradually healed and, by the - 


time of the patient's discharge one week 
later, they were almost completely re- 
solved, with only minimal residual scar- 
ring. 
COMMENT 
Uses of Hydrofluoric Acid 


The power of hydrofluoric acid to 
dissolve silica and its use in the etch- 
ing of glass have been known since the 
latter part of the 17th century.’ Since 
then, many other uses have been 
developed.** It is used widely in the 
semiconductor industry and also as 
the primary component of rust- 
removing agents. Suitably diluted, 
hydrofluoric acid is an excellent agent 
for removing rust stains from laun- 
dered fabrics. It is also used in the 
production of plastics, germicides, 
dyes, tanning agents, solvents, and 
fireproofing materials. Additionally, 
hydrofluoric acid is used in pottery 
glazing, photography, chemical mill- 
ing, ore digestion, the electropolishing 
of metal, graphite processing, clean- 
ing brick, stone, iron, and steel, in 
beer brewing to control fermentation 
and cleanse rubber pipes, and as a 
laboratory analytical reagent. 


Pathophysiology 


Untreated hydrofluoric acid burns 
are characterized by a specific type of 
severe, progressive tissue destruction 
and excruciating pain. Hydrofluorie 
acid burns produce hydrogen ion 
dehydration and corrosion of tissues 
similar to that which occurs with other 
mineral acids. However, unlike other 
acids, hydrofluoric acid readily pene- 
trates skin and moves quickly to the 
deep tissue layers, where it releases 
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Fig 1.—Mild to moderately severe hydro- 
fluoric acid burns on anterior aspects of 
both thighs show erythema and edema. 


the freely dissociable fluoride ion. The 
fluoride ion produces extensive lique- 
faction necrosis of the soft tissues and 
decalcification and corrosion of 
bone.* 

This damage to tissues produces 
excruciating pain that may be delayed 
in onset for one or several hours and 
that, without treatment, may persist 
for several days. Klauder et al* theo- 
rized that the severe pain characteriz- 
ing hydrofluorie acid burns probably 
results from immobilization of cal- 
cium ions in the tissues, causing nerve 
stimulation by shifting potassium 
ions. 

Of the many salts formed by hydro- 
fluoric acid in its reaction with tissue, 
the only neutralizing insoluble ones 
are calcium fluoride and magnesium 
fluoride. The other fluoride salts are 
soluble and fully dissociable, allowing 
the fluoride ion to continue its tissue 
destruction for days until it all has 
been converted to insoluble salts.* 

The onset and severity of both the 
pain and the tissue damage have been 
shown to correlate with the concentra- 
tion and total amount of acid, the 
duration of contact, and the penetra- 
bility or resistance of the tissue 
exposed to the acid.’ 

The National Institutes of Health 
have classified human hydrofluoric 
acid burns into three categories based 
only on the concentration of acid. 
Solutions up to 20% hydrofluoric acid 
may not produce erythema and pain 
until as late as 24 hours after expo- 
sure. Burns from 20% to 50% hydro- 
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Fig 2.—Severe hydrofluoric acid burn on 
left elbow demonstrates diffuse erythema, 
vesicle and bullae formation, and white to 
yellowish-white coagulated appearance. 


fluorie acid solutions usually become 
apparent one to eight hours following 
exposure, and solutions of greater 
than 50% hydrofluorie acid produce 
immediate intense pain and apparent 
rapid tissue destruction. 

As demonstrated by the case report, 
severe tissue injury and intense pain 
will result with exposure for a long 
period at a low concentration. Because 
of the insidious manner of penetra- 
tion of hydrofluoric acid, contact with 
a dilute solution is especially danger- 
ous. It may go unnoticed until hours 
later when the patient develops throb- 
bing pains and progressive tissue 
necrosis. 

Additionally, certain anatomical ar- 
eas, such as the palms and soles, are 
relatively resistant to the action of 
hydrofluoric acid, while others, such as 
the subungual tissues, are rapidly 
penetrated. Penetration of hydro- 
fluorie acid under the free tip of the 
fingernail produces rapid evidence of 
burn. Because there is no stratum 
corneum, hydrofluoric acid rapidly 
penetrates the subungual matrix and, 
if allowed to progress, will destroy a 
great deal of the soft tissue and bone 
of the distal phalanx» When subun- 
gual erosion begins, the pain becomes 
intolerable. 


Clinical Appearance of 
Hydrofluoric Acid Burns 


Thenard and Gay-Lussac, in 1809, 
noted the severity of the destructive 
lesions caused by hydrofluoric acid. 
Jones! provided one of the earliest 
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Fig 3.—Hydrofluoric acid burn on left 
elbow approximately 48 hours after treat- 
ment. 


clinical descriptions of severe hydro- 
fluoric acid burns in which he 
remarked on the intense pain at the 
injury site, the rapid destruction of 
tissue characterized by white areas of 
coagulation and blistering appearing 
after an erythematous stage, and a 
prolonged course of healing. He also 
noted that there seems to be a predi- 
lection for subungual tissues. 
Clinically, burns from hydrofluoric 
acid vary from erythema to severe 
third-degree burns. Patients with 
early hydrofluoric acid burns have 
swollen, erythematous, hot, and pain- 
ful areas that, depending on the sever- 
ity of the burn, either gradually 
resolve or progress to the appearance 
described by Jones.’ Signs and symp- 
toms may appear immediately with 
concentrated hydrofluoric acid solu- 
tions or several hours following pro- 
longed contact with a dilute solution. 
Following either patient neglect or 


improper treatment, severe hydro-. 


fluorie acid burns show progressive 
tissue destruction, with the affected 
skin becoming firmly edematous, 
pasty-white to yellowish-white, and 
blistered. The vesicles and bullae 
appear cloudy and contain a cheesy 
caseous material consisting of small 
particles of necrotic tissue. These 
severely burned areas are excruciat- 
ingly painful and are surrounded by 
erythema. Severe burns can progress 
to ulceration with full-thickness tissue 
loss and even a gangrenous appear- 
ance. Permanent scarring and dis- 
ability will result. 
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Burns of special interest are those 


æincurred around and under finger- 


nails.* Hydrofluoric acid will easily 
diffuse through pinholes in rubber 
gloves and penetrate the subungual 
tissues. Frequently, these burns go 
unrecognized by the patient until six 
to 24 hours later, when excruciating 
pain begins. If allowed to progress, 
hydrofluoric acid will eventually de- 
stroy a great deal of the soft tissue 
and bone of the distal phalanx. Blunt? 
described a patient who accidentally 
had the tip of his right thumb exposed 
to a 30% hydrofluoric acid solution and 
who went essentially untreated. Six 
months elapsed from the time of expo- 
sure to complete healing. This patient 
eventually lost 60% of the involved 
distal phalanx. 


Treatment of 
Hydrofluoric Acid Burns 


The best treatment for hydrofluoric 
acid burns is prevention.” All possible 
precautions should be taken to pre- 
vent skin contact with the acid and its 
vapors. Workers should wear the 
necessary protective equipment when 
handling the acid or containers, 
depending on the type of operation 
and the extent of exposure. The 
protective clothing may consist of 
rubber gloves, sleeves, aprons and 
boots, goggles, and face shields. 

When hydrofluoric acid burns do 
occur, prompt recognition and specific 
initial treatment are extremely im- 
portant. The treatment of hydrofluor- 
ic acid burns differs from measures 
commonly employed in the treatment 
of other chemical burns, since a good 
treatment must specifically deacti- 
vate the powerful fluoride ion.* 

There is general agreement on the 
need for initial dilution and neutral- 
ization of the acid.' 5-791215 First aid 
consists of removal of the acid, using 
copious quantities of water plus a 
neutralizing agent when available. 
Immersion in a weak ammonia solu- 
tion alternated with water has been 
advised.’ However, ammonia has the 
disadvantage that the ammonia fluo- 
ride formed breaks down to ammonia 
bifluoride, which is itself corrosive. 

Jones’ recommended immersion of 
the affected area in a warm saturated 
solution of sodium bicarbonate. 

Authorities differ, however, as to 
the most appropriate method of pre- 
cipitating and eliminating the fluo- 
ride ion and preventing progression of 
its destructive effects on tissue. Until 
recently, the traditional treatment of 
hydrofluoric acid burns has been rath- 
er empirical, using such agents as 
topically and parenterally adminis- 
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tered steroids, silver nitrate, tannic 
acid, and zinc oxide.” Current medical 
opinion is divided over the use of 
newer, more specific, forms of treat- 
ment, including topical applications of 
magnesium sulfate or oxide prepara- 
tions,'"* high molecular weight qua- 
ternary ammonium compounds," lo- 
cal calcium gluconate infiltra- 
tions, 7116 and combinations of the 
above.*.*.* 

In 1932, Fredenhagen and Well- 
man" claimed good results in hydro- 
fluoric acid burns using the imme- 
diate topical application of magne- 
sium oxide in glycerin. Since then, 
other authors'' have advocated the 
use of magnesium oxide or sulfate 
paste, the so-called HF burn ointment, 
to coat the injured area and precipi- 
tate the fluoride ion. Others‘ recom- 
mend soaking the burned areas in iced 
alcohol or magnesium sulfate solu- 
tions. An iced solution is used to close 
lymphatie passages and retard diffu- 
sion of the fluoride ion, while alcohol is 
used to facilitate diffusion of the acid 
from the skin. As previously stated, 
only magnesium and calcium form 
insoluble nondissociable fluoride salts. 
This is the rationale for the use of 
magnesium-containing pastes and so- 
lutions. In practice, these prepara- 
tions have generally been ineffective, 
probably because of their insolubility 
and low concentration of free magne- 
sium ions and the rapid skin penetra- 
tion by hydrofluoric acid to inaccessi- 
ble deeper tissues.’ 

Treating hydrofluoric acid burns 
with cold benzethonium chloride, a 
high molecular weight quaternary 
ammonium compound, also has been 
recommended.'*- This treatment con- 
sists of thorough and immediate 
flushing of the burn with water and 
soaking it in either an iced aqueous or 
alcoholic 0.2% benzethonium solution 
for one to four hours in combination 
with analgesics for the relief of pain. 
Benzalkonium chloride, another qua- 
ternary ammonium compound, can be 
used equally well if benzethonium is 
not available." 

How benzethonium and benzalkoni- 
um work in hydrofluoric acid burns is 
not fully understood. Reinhardt et al'? 
postulated that the quaternary am- 
monium nitrogen may exchange ion- 
ized chloride for fluoride ions to 
produce a nonionized fluoride com- 
plex. It is also possible that the 
compound may directly alter the 
permeability of tissue cell mem- 
branes. 

Recent studies have found calcium 
gluconate injections to be more effi- 
cient and therapeutic than either iced 


benzethonium or benzalkonium soaks 
in severe hydrofluoric acid burns,** 
The iced soaks appeared to prevent 
tissue loss only during, but not after, 
their use, probably due to the benefi- 
cial effects of cold alone. In addition, 
the soaks required much more time 
and the presence of immersion appa- 
ratus. 

Fredenhagen and Wellman,” in 
1932, described a case of hydrofluoric 
acid burns successfully treated by the 
local injection of 25% magnesium 
sulfate. They suggested on theoretical 
grounds that a 10% solution of calcium 
gluconate would be a better agent to 
inject locally, though its action would 
be slower. This was subsequently 
confirmed by Paley and Seifter'* who, 
in 1941, carried out a controlled series 
of experimental hydrofluoric acid 
burns in rats and showed that 3% 
calcium gluconate injections short- 
ened the healing time and decreased 
the incidence of suppuration of the 
burn ulcers. Iverson and Laub, in 
1970, experimentally demonstrated 
that calcium gluconate injections were 
the only satisfactory method of pre- 
venting the progression of tissue 
damage and emphasized the impor- 
tance of placing the therapeutic agent 
in the deep tissues where it can 
precipitate and deactivate the fluoride 
ion. As previously noted, several 
authors have demonstrated effective- 
ly in clinical studies the therapeutic 
advantages of 10% calcium gluconate 
infiltrations over high molecular 
weight quaternary ammonium com- 
pounds and magnesium-containing 
pastes,” ointments, and soaks in 
human hydrofluoric acid burns.**'5 In 
these studies calcium gluconate injec- 
tions were only administered for 
severe hydrofluoric acid burns usually 
due to exposure to a greater than 20% 
hydrofluoric acid solution and charac- 
terized by intense erythema and 
edema, a white coagulated appear- 
ance, and exquisite pain. 

Tén percent calcium gluconate in- 
jections are simple to administer, but 
certain precautions must be taken to 
avoid side effects and complications.*-* 
It is recommended that the injections 
be done within, under, and around the 
involved areas using a 30-gauge 
needle and in small amounts (not over 
0.5 mL/sq em) so that tissue disten- 
tion, neerosis, and sloughing do not 
occur. This is generally true for areas 
with little or no soft tissue, such as the 
ends of fingers and under the nails. 
Since calcium MTS injections 





sia be performed prior to the infiltra- 
tions. Others*'* believe that since 
caleium gluconate injections result in 
prompt relief of the local excruciating 
pain associated with hydrofluorie acid 
burns, the elimination of pain may be 
used as a guide to dosage and therapy 
and, therefore, if possible, locally 
administered anesthesia should not be 
employed. Additionally, the recur- 
rence of pain would indicate continued 
activity of the acid and the need for 
additional calcium gluconate injec- 
tions. 

Many physicians seeing for the first 
time the necrotic corrosions of hydro- 
fluoric acid may understandably be 
reluctant to subject the area to any 
form of injection, but the literature 
substantiates the dramatic improve- 
ment that occurs following the local 
infiltration of calcium gluconate.’ The 
use of this drug may spare the patient 
many hours or days of suffering. 

Following calcium gluconate injec- 
tions, severe hydrofluoric acid burns 
with vesicle and bullae formation 
should be debrided carefully with 
removal of all necrotic tissue.'^* The 
subsequent use of an ointment com- 
posed of fibrinolysin and desoxyribo- 
nuclease has proved to be quite effec- 
tive in keeping the burned areas free 
of debris. After debridement, a 
bland, sterile, compression dressing is 
applied for several days, using either 
vitamin A and D ointment, hydro- 
fluoric acid burn ointment, mineral 
oil, or topical corticosteroid applica- 
tions.'92?* Usually following appro- 
priate therapy, no analgesic medica- 
tions are necessary. The patient 
should be observed carefully and, as 
previously stated, if pain recurs, addi- 
tional calcium gluconate should be 
administered.’ In severe burns involv- 
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ing full-thickness skin loss, early exci- 
sion and grafting should be consid- 
ered. 

Hydrofluoric acid burns around fin- 
gernails require prompt and aggres- 
sive treatment. Several au- 
thors'?55** have advised, after the 
initial first aid measures, administer- 
ing local or regional block anesthesia 
and either splitting the nail from the 
nail bed or resecting the nail to afford 
free drainage. Often, the patient does 
not want to part with his nail, but 
experience has shown that those who 
procrastinate in having the nail 
removed return within a few hours 
begging for its removal. 

Proposed specific treatments for 
the exposed nail bed have included 
those previously mentioned for ordi- 
nary hydrofluoric acid burns. ^55. 1** 
Once again, calcium gluconate injec- 
tions have been shown to be most 
effective in relieving pain and halting 
tissue damage. 


OUTLINE OF THERAPY 


Based on a review of the litera- 
ture, ^*? the following outline of ther- 
apy is proposed: 

l. First aid at the time of injury 
must be rendered, consisting of wash- 
ing all exposed areas with copious 
amounts of cold tap water. Neutraliz- 
ing agents and alkaline soap can be 
used in conjunction with this, if avail- 
able. 

2. All hydrofluoric acid burns 
should be treated with either iced 
soaks or wet dressings of either alco- 
hol, 25% magnesium sulfate, or a high 
molecular weight quaternary ammo- 
nium compound (benzethonium or 
benzalkonium) until seen by a physi- 
cian. 

3. Mild burns due to dilute hydro- 
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fluoric acid solutions can usually be. 
treated by continuing these soaks for *9 


one to four hours and observing close- 
ly for progression of the burn. 

4. Severe burns due either to a 
concentrated hydrofluoric acid solu- 
tion or prolonged exposure to a dilute 
one require immediate injection of the 
lesions with 10% calcium gluconate, 
with or without prior locally or region- 
ally administered anesthesia. The 
infiltration is carried 0.5 cm away 
from the margin of the obviously 
injured tissue into the surrounding 
apparently uninjured areas. With sub- 
ungual exposure, the fingernail should 
be partially or totally resected prior to 
the local injections. 

5. Following the calcium gluconate 
injections, severe burns should be 
anesthetized and carefully debrided 
under sterile conditions as indicated. 
After debridement, a fibrinolysin and 
desoxyribonuclease ointment can be 
employed to keep the burned areas 
free of debris. 

6. The severely involved areas 
should be elevated and dressed with a 
bulky compression burn dressing for 
48 to 72 hours using an agent such as 
hydrofluoric acid burn ointment 
(magnesium oxide and glycerin), vita- 
min A and D ointment, topically 
applied corticosteroids, or mineral 
oil.'? 

7. The patient should be observed 
carefully. If the pain recurs, addition- 
al ealeium gluconate injections should 
be given. Reconstructive surgical pro- 
cedures should be instituted when 
appropriate. 
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-The Acrodermatitis 


Enteropathica-like Syndrome 


Lt Comdr Stewart A. Brazin, MC, USNR; Capt W. Taylor Johnson, MC, USN; 


Lt Lawrence J. Abramson, MC, USNR 


€ An acrodermatitis enteropathica-like 
syndrome occurred as a result of severe 
bowel disease and the use of zinc-defi- 
cient hyperalimentation regimens. Em- 
phasis is placed on early and adequate 
zinc replacement to effectively prevent or 
reverse this entity. 

(Arch Dermatol 115:597-599, 1979) 


here have been many recent 

reports of an acrodermatitis en- 
teropathica-like syndrome in the gen- 
eral medical, surgical, and dermato- 
logic literature.'* The syndrome oc- 
curs as a result of zinc deficiency from 
a combination of severe bowel disease 
and the use of zinc-deficient intrave- 
nous hyperalimentation fluid. We 
report the case of a patient with a 
short bowel syndrome who was 
treated with total parenteral hyperali- 
mentation for several months. He 
developed angular cheilitis, nail dys- 
trophy, verrucose papules and nodules 
of the hands, and had poor wound 
healing with several episodes of sepsis 
until adequate replacement was insti- 
tuted. Pathologic changes similar to 
those described in acrodermatitis en- 
teropathica and extensive necrosis of 
the midepidermis and microvesicula- 
tion and acantholysis were seen on 
skin biopsy. Awareness of the poten- 
tiating causes and the early signs of 
this form of zinc-depletion syndrome 
and institution of appropriate zinc re- 
placement can prevent this problem. 


REPORT OF A CASE 


A 17-year-old, acutely ill young man 
suffering from sepsis was transferred to 
the National Naval Medical Center in 
February 1977 with a short gut syndrome 
secondary to small bowel resections per- 
formed one month earlier for midgut 
volvulus and postoperative suture line 





Accepted for publication Nov 3, 1978. 

From the Department of Dermatology, Na- 
tional Naval Medical Center, Bethesda, Md. 

The opinions expressed are those of the authors 
and not necessarily those of the Department of the 
Navy or the Department of Defense. 

Reprints not available. 


Arch Dermatol—Vol 115, May 1979 


necrosis. Às a result of surgery, approxi- 
mately 25 cm of jejunum remained. A 
jejunostomy and a distal colonic mucous 
fistula that were formed drained copious 
amounts of fluid. 

Because of his deteriorating clinical 
course and rapid weight loss (from 53.6 kg 
to 41.8 kg), intravenous administration of 
antibioties peripherally and intravenous 
hyperalimentation through a subclavian 
route were instituted. An amino acid 
mixture (FreAmine II) was used initially 
with supplementation of multivitamins, 
folic acid, cyanocobalamin, menadiol sodi- 
um diphosphate (vitamin K), magnesium 
sulfate, isotonic glucose, and electrolyte 
solutions along with transfusions of fresh 
frozen plasma and packed RBCs. A 10% fat 
emulsion of soybean oil, egg yolk phospho- 
lipids, and glycerin (Intralipid) was added 
to the regimen one month later. The hyper- 
alimentation course was marked by several 
episodes of sepsis and failures of peripher- 
al surgically created arteriovenous shunts 
of the left and right wrists, necessitating 
cessation for several short courses. In early 
June 1977, a jejunal colonic anastomosis 
procedure was complicated by an intra- 
abdominal abscess that contained Staphy- 
lococcus aureus, Proteus, Pseudomonas, 
and Enterococcus species. Surgical drain- 
age, penicillin, and gentamicin sulfate 
resolved the problem. 

A dermatology consultation was ob- 
tained on July 12, 1977, after several 
erythematous, tender, “eruptive” lesions 
had been on the left palm for four days. 
Physical examination indicated a moder- 
ately ill-appearing, thin, young man in no 
distress. Pertinent skin findings included 
perinasal erythema and scaling, angular 
cheilitis (Fig 1), poorly granulating tissue 
at the sites of former arteriovenous anas- 
tomoses on both wrists, verrucose papules 
and nodules on an erythematous base on 
the knuckles (Fig 2) and palms, and 
brownish discoloration periungually of sev- 
eral fingers with thickened irregular cuti- 
cles (Fig 2). The initial differential diag- 
noses consisted of erythema multiforme, 
Sweet’s syndrome, mucocutaneous candid- 
iasis, and acrodermatitis secondary to zine 
deficiency. 

Laboratory examination disclosed the 
following values: hemoglobin, 11.7 g/dL; 
hematocrit, 34.9%; WBC count, 8,800/cu 
mm; platelets, 301,000/cu mm; total pro- 
tein, 6.9 g/dL; albumin, 3.3 g/dL; calcium, 
8.7 mg/dL; phosphorus, 3.0 mg/dL; choles- 
terol, 130 mg/dL; BUN, 10 mg/dL; uric 
acid, 2.7 mg/dL; creatinine, 0.7 mg/dL; 


total bilirubin, 2.8 mg/dL (normal, 0.2 to 
1.0 mg/dL); alkaline phosphatase, 46 IU/L 
(normal, 30 to 85 IU/L); lactic dehydrogen- 
ase, 283 IU/L (normal, 100 to 225 IU/L); 
SGOT, 94 IU/L (normal, 7 to 40 IU/L); 
chloride, 100 mEq/L; bicarbonate, 23.4 
mEq/L; potassium, 4.0 mEq/L; sodium, 143 
mEq/L; glucose, 317 mg/dL (normal, 70 to 
105 mg/dL); urinalysis, normal except for a 
2+ glucose reaction; magnesium, 1.8 mg/ 
dL (normal, 1.7 to 2.9 mg/dL); and serum 
zinc, 19 ug/dL (normal, 80 to 165 ug/dL). 
Biopsy of one of the hyperkeratotic 


nodules of the palm showed a pattern 


consistent with acrodermatitis enteropa- 
thica. An elemental diet via a nasogastric 
feeding tube of either Vivonex (a chemical- 
ly defined diet providing all the known 
mineral and nutrient requirements in an 
1,800-calorie daily allowance), Portagen (a 
nutritionally complete diet with medium- 
chain triglycerides), and/or Sustacal (nu- 
tritionally complete food that provides 
proteins, fats, carbohydrates, vitamins, 
and minerals) was begun within a day of 
biopsy and intravenous hyperalimentation 


was continued. No additional zine was 


given. His skin signs resolved within a 
week. Through August and September 
1977, his course was further complicated by 
an enterocutaneous fistula, an abdominal 
abscess, and stenosis of the jejunal colonic 
anastomosis. Between mid-September and 
October the elemental diet was withheld. 
Further jejunum was resected and another 
jejunal colonic anastomosis was made. Five 
days after reinstitution of the elemental 


diet, a repeat serum zinc value was 85. 


ug/dL. Beau's lines (Fig 3) were the only 
indication of the previously described skin 
changes. Addition of zinc sulfate, 20 to 60 
mg daily, to the hyperalimentation regi- 
men in early November 1977 was continued 
through January 1978, when an oral, high- 
calorie, medium-chain triglyceride, lactose- 
deficient diet was tolerated and the paren- 
terally administered nutrition and naso- 
gastric feedings were discontinued. 'His 
condition improved steadily and he was 
discharged in a satisfactory condition in 
April 1978. 


HISTOPATHOLOGY 


A 4mm punch biopsy skin specimen 
from the palm of the right hand was fixed 


and processed routinely, and 4 y-thick  . 


sections were stained with hematoxylin- 
eosin (Fig 4). The epidermis showed consid- 
erable hyperkeratosis and parakeratosis. 
Extensive necrosis of the stratum granulo- 
sum and the stratum malpighii was mani- 
fested by bright eosinophilic staining and 
loss of visible nuclei in the keratinocytes. 
Microvesiculation was pronounced in the 
stratum  granulosum and the stratum 
malpighii also, and numerous degenerating 
acantholytic cells were seen in the vesicles. 
Lacunae were present in the deeper layers 
of the epidermis and contained dyskeratot- 
ic cells. Elongation of the rete ridges, spon- 
giosis, and exocytosis of both polymorpho- 
nuclear leukocytes and small mononuclear 
cells were prominent. A polymorphous 
infiltrate was seen in the upper dermis 
primarily in a perivascular pattern. 
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COMMENT 


The use of total parenterally admin- 
istered nutrition or intravenous hy- 
peralimentation in the treatment of 
severe gastrointestinal disease has 
accounted for many cases of an acro- 
dermatitis-like syndrome.''* In all 
except one case, the cutaneous 
changes of seborrheic and eczematous 
dermatitis of the face and groin, 
angular cheilitis, nail dystrophy, and 
acral vesiculobullae were attributed to 
zinc deficiency. The lone case sug- 
gested lineoleic acid deficiency be- 
cause substantial clinical improve- 
ment was noted with essential fatty 
acid replacement. Although the possi- 
bility of zine deficiency was raised, 
zinc measurements were not carried 
out. 

Body stores of zinc range between 2 
to3 g in a 70-kg man with most in the 
muscles, bones, skin, hair, and 
nails." 

The recommended dietary intake of 
zinc per day is between 10 to 15 mg 
and absorption is between 1095 and 
3396." Approximately 85% of serum 
zinc is bound to albumin and the 


a 
Fig 1.—Perinasal erythema and scaling 


with bilateral angular cheilitis with severe 
zinc deficiency. 





Fig 2.—Verrucose nodule overlying fifth 
metacarpal phalangeal joint with brownish 
discoloration periungually and thickened 
irregular cuticles. 


598 Arch Dermatol—Vol 115, May 1979 





remainder to transferrin, a.-macro- 


globulin, and other proteins." Fal- 
chuk* separated a protein or proteins, 
heterogenous fraction II, which ap- 
pears to be the portion involved with 
the decrease in serum zinc levels 
observed in pathologie states, whereas 
the zinc bound to transferrin or a- 
macroglobulin is not released except 
at extremely low levels. Serum zine 
depletion can have a wide variety of 
causes, according to Sunderman": (1) 
nutritional and/or intestinal malab- 
sorption, (2) increased urinary excre- 
tion secondary to aminoaciduria dur- 
ing catabolism, (8) profuse sweating, 
(4) secondary to hypoalbuminemia, (5) 
stress-induced adrenal release of cor- 
tisol and pituitary release of growth 
hormone, and (6) leukocyte endoge- 
nous mediator release from sensitized 
polymorphonuclear leukocytes during 
acute reactions. Kay et al^ noted plas- 
ma zinc levels fell at the time of rapid 
weight gain. They believed that tissue 
demand for zinc during anabolism in 
the absence of intake rapidly depleted 
plasma stores and the signs and symp- 
toms of deficiency oecurred. Adreno- 
corticotrophic hormone released in 
response to all acute diseases de- 
creases serum zinc levels by stimulat- 
ing nucleic acid and protein synthesis, 
which is zinc dependent by virtue of 
its role in the function of DNA and 
RNA polymerases.” Decreased levels 
of serum alkaline phosphatase reflect 
low levels of serum zinc.'* 

Early skin changes occur within 
several weeks of the institution of 
hyperalimentation as the serum level 
drops below 40 to 50 ug/dL if no zinc 
supplementation is provided. Among 
the first signs to become evident are a 





Fig 3.—Resolution of periungual changes in Beau's lines after treatment with zinc. 


seborrheic-like or eczematous:derma- ` 


titis around the nose, lips, and eyes 
and on the scalp and perineum. 


Stomatitis and marginal blepharitis : 


may follow, with acral lesions such as 
vesiculobullae and paronychiae occur- 
ring soon thereafter. Periungually 
there is often a brown discoloration 
with cuticular thickening, roughness, 
hyperkeratosis, and irregularity sug- 
gestive of the type described by 
Samitz** in dermatomyositis. Psoriasi- 
form lesions of the palms and soles as 
well as poor-quality healing of surgi- 
cal scars with easily friable granula- 
tion tissue may also be present. Both 
alopecia and Beau's lines" are seen 
somewhat later and may be found 
even after zinc replacement is in 
progress. Postinflammatory hyper- 
pigmentation may persist after ade- 
quate treatment and clearing of the 
lesions. Often accompanying the skin 
signs of zine depletion are depression, 
apathy, lethargy, and/or diarrhea. 
Some or all of the clinical aspects of 
this syndrome may be present in 
acrodermatitis enteropathica, drug 
eruptions, absorption states, kwash- 
iorkor, mucocutaneous candidiasis, 
and the glucagonoma syndrome (ne- 
crolytic migratory erythema with 
pancreatic carcinoma).**:*" 

The histopathologic features are 
consistent with known descriptions of 
acrodermatitis enteropathica.^^?' 
Montgomery“ noted features of pso- 
riasiform hyperplasia, while Lever 
and Schaumburg-Lever*' mentioned 
blister formation with suprabasal sep- 
aration, acantholysis, and epidermal 
clefting. Similar epidermal changes to 
those described by Montgomery with 
a dermal lymphocytic infiltrate were 
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Fig 4.—Biopsy specimen of nodule on right 
palm shows hyperkeratosis, parakeratosis, 
acanthosis, microvesiculation, acantholy- 
sis, and dyskeratosis (hematoxylin-eosin, 
original magnification x 25.6). 


observed by Ecker and Schroeter?? in a 
patient with acrodermatitis as a result 
of acquired zine deficiency in malnu- 


trition secondary to chronic alcohol 


abuse and cirrhosis. Okada et al'? indi- 
cated that a skin biopsy specimen 
from one of their patients showed a 
superficial lesion with a necrotic 
epidermis and a round cell dermal 
infiltrate. Van Vloten and Bos": found 
polymorphonuclear leukocytes intra- 
epidermally with partial splitting of 
the upper epidermis. The present case 
shows the full spectrum of changes, 
including extensive midepidermal ne- 
crosis, microvesiculation, and acan- 
tholysis. 

A simple way to prevent zinc defi- 
ciency when using hyperalimentation 
would be to have zinc as a constituent 
of the parenteral solutions. Currently 
no amino acid mixtures in the United 
States contain zinc. Adjunctive mix- 
tures such as Shil's solution with zinc, 
2 mg/mL, have been used successful- 
ly.* Various other routines have been 
proposed for parenteral*52253-55 and 
oral' zine replacement. In our 
patient, zinc was present in the naso- 
gastric feedings in the following 
amounts: Vivonex, 2.08 mg/80-g pack- 
et; Portagen, 6 mg/960 mL; and 
Sustacal, 5 mg/360 mL. With that 
regimen, clinical improvement was 
adequate and equaled or exceeded the 
daily range of 0.2 to 3 mg of zine 
administered intravenously, which is 
recommended if there is no excessive 
loss. When our patient was given 40 
to 60 mg of zine sulfate (9.1 to 13.65 
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mg of zinc) intravenously per day, the 


pace of his total recovery was expe- 
dited as evidenced by no further infec- 
tions and complete wound healing. A 
too-rapid infusion rate"! can give rise 
to zine intoxication manifested by 
profuse sweating, tachycardia, hypo- 
thermia, and diminished sensorium, 
while an accidental overdosage” of 
parenterally given zinc can be poten- 
tially fatal. Since it has been shown 
that zinc therapy reverses not only the 
skin manifestations of acrodermatitis 
enteropathica,** but also resolves de- 
fective chemotaxis of both neutrophils 
and monocytes,” and therefore may 
play a role in defense against infec- 
tion, it is of utmost necessity to 
replace zinc early and adequately. 

Our patient had the short bowel 
syndrome and hypozincemia resulting 
from his primary disease and postop- 
erative use of zinc-deficient hyperali- 
mentation solutions. Skin signs of 
angular cheilitis, periungual brownish 
discoloration, cuticular thickening, 
and hyperkeratotic papules and nod- 
ules of the knuckles and palms with 
generalized poor wound healing were 
present. Histopathologic changes 
were consistent with acrodermatitis 
enteropathica. Zinc replacement ini- 
tially as a component of an elemental 
diet and then intravenously resolved 
his skin problems, reversed his poor 
clinical course, and aided his ultimate 
recovery. 
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An Immunosuppressive Serum Factor in 


Widespread Cutaneous Dermatophytosis 


William K. Sherwin, MD, PhD; Thomas H. Ross, MD; Charles M. Rosenthal; John W. Petrozzi, MD 


€ A patient had a widespread dermato- 
phytosis and a serum factor that specifi- 
cally suppressed his T-cell rosette forma- 
tion and the phytohemagglutinin respon- 
siveness of his lymphocytes. The patient 
was also unable to mount a delayed 
hypersensitivity reaction to a standard 
anergy panel, although he did exhibit an 
immediate type hypersensitivity reaction 
to the trichophytin skin test antigen. 
Although many immunosuppressed pa- 
tients succumb to severe bacterial and 
fungal infections, it is our contention that 
in certain cases the infectious process 
itself may generate a serum factor that is 
capable of inducing immunosuppression, 
thereby rendering the patient susceptible 
to further spread of the infection. 

(Arch Dermatol 115:600-604, 1979) 


t has been well established that 
there are at least two distinct 
populations of lymphocytes in hu- 
mans: namely, thymus-derived lym- 
phocytes or T cells, and bone- 
marrow-derived lymphocytes or B 
cells. Although both cells are involved 
to some extent in protecting against 
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all types of natural infections, there is 
now evidence that the T-cell system is 
of primary importance in combating 
viral and fungal invasion, while the 
B-cell system is the major factor in 
defending against most bacterial dis- 
eases.' 

Both congenital defects, such as 
those that occur in the DiGeorge 
syndrome or Bruton's agammaglobu- 
linemia, and acquired diseases, such as 
Hodgkin's disease or chronic lympho- 
cytic leukemia, can render either the 
T- or B-cell systems defective. In addi- 
tion, other widespread malignant neo- 
plasms or advanced disease may be 
associated with depression in immune 
funetion. However, it is uncertain 
whether the immunosuppression oc- 
curs first in these illnesses, thereby 
rendering one more susceptible to the 
disease process, or whether the un- 
derlying malignant or infectious pro- 
cess itself first becomes widespread, 
and then exerts a suppressive effect 
on the immune system. In many 
instances, both mechanisms may be at 
work simultaneously. 

In this article we describe a patient 
with widespread cutaneous dermato- 
phytosis and a concomitant depression 
of immune function. It is our hypothe- 
sis that this widespread fungal infec- 
tion was not the result of primary 
immunosuppression, but rather that 
the dermatophytosis, once  estab- 
lished, was the source of an immuno- 
suppressive effect on the host. 
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REPORT OF A CASE 
Clinical Findings 


A 49-year-old man had a generalized, 
pruritic, scaling, papular eruption of six 
months’ duration. It first appeared on the 
upper part of the arms and subsequently 
spread to all extremities, the trunk, and 
face to involve approximately 90% of his 
body surface. 

The patient had consumed excessive 
amounts of alcohol for many years and was 
presently being evaluated for mild ascites, 
icterus, and dark urine, which had occurred 
over the past two years. 

On physical examination, the patient 
was a well-developed, well-nourished adult 
in no acute distress or coma and oriented to 
time, place, and person. Vital signs indi- 
cated a blood pressure of 120/75 mm Hg, 
pulse of 100 beats per minute and regular, 
respirations of 24/min, and temperature of 
37 °C. Seleras and conjunctivas were icter- 
ic. His abdomen was soft, nontender, but 


somewhat distended. The liver was en-, 


larged to 15 cm by percussion. An exten- 
sive papular eruption with accentuated 
follicular involvement was present on the 
abdomen, back, extremities, and forehead. 
There was a faint, slightly raised, sealing 
annular border at the periphery of involved 
areas. Impression on admission was of 
cirrhosis, chronic ethyl alcohol abuse, and 
widespread dermatophytosis. 

Pertinent laboratory data included a 
hemoglobin level of 12.4 g/dL; hematocrit 
reading, 37%; WBC count, 11,400/cu mm 
with a normal differential. Total protein 
concentration was 7.9 g with albumin being 
3.3 g. Alkaline phosphatase level was 275 
IU (normal, 12 to 40 IU); SGOT level, 210 
IU (normal, 8 to 30 IU); and lactic dehydro- 


m 


Fig 1.—Phytohemagglutinin responsive- 
ness of patient's and normal lymphocytes 
in standard AB test serum. Solid line indi- 
cates control lymphocytes plus standard 
AB test serum; dashed line, patient's 
lymphocytes plus standard AB test se- 


rum. 


genase value, 265 IU (normal, up to 270 IU). 
Serum protein electrophoresis showed a 
mildly elevated y-globulin band. Serum 
immunoelectrophoresis disclosed an IgG 
level of 2,000 mg/dL (normal, 560 to 1,760 
mg/dL) an IgM level of 600 mg/dL 
(normal, 85 to 385 mg/dL), and an IgA level 
of 640 mg/dL (normal, 53 to 375 mg/dL). 
Glucose tolerance test results were consist- 
ent with early latent diabetes. Potassium 
hydroxide examination of the scaling 
papules showed hyphae. Culture of these 
scales grew Trichophyton rubrum. 


Hospital Course 


The patient’s liver disease responded 
well to bed rest and restriction of salt and 
fluid. The dermatophytosis was treated 
with griseofullvin, 500 mg twice daily, and 
clotrimazole cream, twice daily topically. 
Dramatic improvement was noted within 
two weeks, and at six weeks the skin was 
nearly clear of lesions. 


SPECIAL STUDIES 
Anergy Panel 


An anergy panel consisting of five anti- 
gens was injected intradermally in the 
patient’s forearm as a simple screening 
measure of in vivo delayed hypersensitivi- 
ty. The antigens used were obtained from 
commercial sources and consisted of a 0.1- 
mL injection of each of the following: PPD, 
5 total units (TU); mumps vaccine, 20 
complement-fixing units per milliliter; 
Trichophyton 1/10; Candida (dermatophy- 
tin O, 1/100); and streptokinase-strepto- 
dornase, 1/1,000. The reactions were 
observed 20 minutes after injection and 
then again at 24 and 48 hours. A negative 
response was one in which there was no 
induration. 


Phytohemagglutinin Stimulation 
Phytohemagglutinin (PHA) stimulation 


, studies were performed on both the 


patient’s and normal lymphocytes, which 
had been separated from peripheral blood 
via a Ficoll-Hypaque centrifugation gra- 
dient. Standard cultures consisted of 
5 X 10° cells in 1 mL of modified Eagle's 
medium (MEM) with 10% human serum 
and 50 ug/mL of PHA-M (crude extract of 
PHA). Cultures were incubated at 37 °C in 
5% carbon dioxide and air. Tritiated 
thymidine (0.25 uCi) was added to cultures 
16 hours prior to termination. The prolifer- 
ative response of the lymphocytes was 
measured over a period of several days. 
This proliferative response was recorded in 
terms of incorporated counts of tritiated 
thymidine per culture. All studies were 
performed in triplicate. 
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Table 1.—Values Prior to and After Griseofulvin Therapy 


WBC Count % Lymphocytes T Cell % B Cell 96 


Before 


Patient 11.4 x 10* 





Patient 8.8 x 10* 
Normal 
1 7.5 x 10* 


42 


40 


4 


58 22 


2 57 19 
6 52 23 


2 7.2 x 10* 3 


T-Cell Rosette Formation 


T cells were identified by their capacity 
to adhere to sheep red blood cells (SRBC) 
(E rosettes). E rosettes were formed by 
mixing equal volumes of a 0.596 suspension 
of SRBCs in Hank's balanced salt solution 
and a suspension of lymphocytes at a 
concentration of 5 x 10* cells per milliliter. 
The cells were mixed in duplicate in micro- 
titer plates and heat-inactivated fetal calf 
serum was added to each well to give a 
final concentration of 10% by volume. The 
cell suspension was centrifuged for five 
minutes at room temperature (24 °C). The 
cell pellets were incubated for either two or 
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24 hours at room temperature, resus- 
pended, and examined microscopically in a 
hemocytometer. The percentage of lym- 
phocytes forming rosettes was recorded by 
counting 300 lymphocytes; rosettes were 
defined as the adhesion of three or more 
SRBCs to a lymphocyte. 


B-Cell Rosettes (EAC Rosettes) 


Lymphocytes possessing complement re- 
ceptors were identified by their capacity to 
form rosettes with SRBCs sensitized with 
subagglutining doses of anti-SRBC anti- 
body plus mouse complement. Again, a 
rosette was defined as the adhesion of 
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Fig 2.—Phytohemagglutinin responsive- 
ness of patient's and normal lymphocytes 
in various sera. Solid line indicates control 
lymphocytes plus standard AB serum; 
dashed line, control lymphocytes plus 
patient's serum; triangles, patient's lym- 
phocytes plus patient's serum; squares, 
patient's lymphocytes plus standard AB 


INCORPORATED COUNTS OF 
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THYMIDINE 


COUNTS PER MINUTE X 10 


serum. 


three or more SRBCs to a lymphocyte. The 
rosettes were counted according to the 
method described above. 


Incubation of Lymphocytes With 
Patient’s Serum and Control Serum 


In order to determine the effect of the 
patient's serum on T-cell rosette forma- 
tion, lymphocytes from either the patient 
or a normal control were incubated with 
control or patient's sera diluted in Hank's 
balanced salt solution to form a 2096 by 
volume serum concentration. All sera were 
heat inactivated at 56 °C for at least 30 
minutes prior to use. Incubations were 
performed at 37 °C and 4 °C for both two 
and 24 hours. The cells were then washed 
three times in Hank's balanced salt solu- 
tion. Half of the lymphocyte aliquot were 
washed at room temperature and the other 
half were washed at 4 ?C. 


Rosette-Inhibition Assay 


After lymphocytes were incubated with 
either the patient's serum or control serum 
and washed in Hank's balanced salt solu- 
tion, they were tested for their capacity to 
form E rosettes. 


RESULTS 
Anergy Panel 


The patient did not exhibit a 
delayed hypersensitivity reaction to 
any of the five skin test antigens at 24 
or 48 hours. However, there was a 
strong immediate  hypersensitivity 
type reaction marked by a wheal and 
erythema at 20 minutes to the tricho- 
phytin antigen. 


Phytohemagglutinin 
Responsiveness 


Figure 1 shows the response curves 
of the patient's lymphocytes and 
control lymphocytes using standard 
human AB test serum as the serum 
source. Both these curves are normal 
in shape and magnitude for our labo- 
ratory. The proliferative response of 
both patient and control lymphocytes 
then was measured using the patient's 
serum as the serum source. The results 
as seen in Fig 2 show that the 
patient's serum had a substantial in- 
hibitory effect on his own lympho- 
cytes, but no effect on control lympho- 
cytes. 

Several weeks after systemic grise- 
ofulvin therapy was instituted, the 
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Source of 
Lymphocytes 


Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 


AGE OF CULTURES (DAYS) 


Table 2.—Percentage of T-Cell Rosettes Before Treatment 


Serum 
Source 


Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 


Incubation 
Period, hr 


2 


patient demonstrated considerable 
clearing of his widespread dermato- 
phytosis. At that time the PHA 
responsiveness of the patient's and 
contro] lymphocytes was again mea- 
sured in both standard AB and patient 
sera. Examination of Fig 3 shows that 
the immunosuppressive effect of the 
patient's serum was virtually absent 
after the griseofulvin therapy. 
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Wash 
Temperature, °C 


% T-Cell 
Rosettes 


54 





T-Cell Rosette Formation 


The patient’s total peripheral blood 
lymphocyte count was measured both 
prior to and after griseofulvin thera- 
py. As can be seen in Table 1, the 
patient’s WBC count and lymphocyte 
count were similar to normal controls. 
The patient’s percentage of T-cell 
rosettes was also in the normal 
range. 
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COUNTS PER MINUTE x 10° 


70 


Source of 
Lymphocytes 


Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 
Patient 
Patient 
Control 
Control 


Serum 

Source 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 
Control 
Patient 





Incubation Wash 


B-Cell Rosette Formation 


Patient and control lymphocytes 
were also examined for their capacity 
to form EAC or B-cell rosettes. Again, 
the data in Table 1 indicate that the 
patient’s percentage of B cells was in 
the normal range both before and 
after resolution of his dermatophyto- 
sis. 
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Table 3.—Percentage of T-Cell Rosettes After Treatment 


% T-Cell 


Temperature, °C Rosettes 


T-Cell Rosette Inhibition 


The percentage of patient and 
control T rosettes was remeasured 
after incubation with either control or 
patient sera. The results in Table 2 
demonstrate that the patient’s pre- 
treatment serum had a dramatic in- 
hibitory effect on the T-cell rosette 
formation of only his own lympho- 


Fig 3.—Phytohemagglutinin responsive- 
ness of patient's lymphocytes after griseo- 
fulvin therapy. Dashed line indicates 
patient'S lymphocytes and standard AB 
test serum; solid line, patient's lympho- 
cytes and patient's serum. 


cytes with either a two-hour or 24- 


hour ineubation period and only when 
the incubated lymphocytes were sub- 
sequently washed in the cold. Wash- 
ing the lymphocytes several times at 
room temperature nullified this sup- 
pressive effect on T-cell rosette for- 
mation. Data on only one control 
patient are presented since this was 
representative of the control popula- 
tion in general. 

After the patient's dermatophytosis 
had improved greatly with systemic 
antifungal therapy, his serum was 
once again tested to determine wheth- 
er it still had an inhibitory effect on 
T-cell rosette formation. The data in 
Table 3 indicate that the suppressive 
effect of the serum was no longer 
present after treatment. 


COMMENT 


Immunosuppressive factors have 
been described in the sera of patients 
suffering from a variety of diseases. 
These have included uremia, solid 
tumors,’ Hodgkin's disease, active 
tuberculosis," cirrhosis, and multiple 
sclerosis. However, in most cases, 
these immunosuppressive factors 
proved to be nonspecific, that is, upon 
in vitro testing, the sera from such 
patients had an immunosuppressive 
effect on normal lymphocytes as well 
as the patient's lymphocytes.* In 
contrast, the serum from our patient 
inhibited the PHA responsiveness and 
T-cell rosette formation of only his 
lymphocytes, but not that of normal 
lymphocytes. 

A further meaningful finding was 
the disappearance of the immunosup- 
pressive effect of the patient’s serum 
after antifungal therapy. Because of 
the rapid reversal of the immunosup- 
pressive effect, we were unable to 
define clearly the chemical nature of 
the factor. However, the finding that 
this factor had a specific effect on the 
patient’s lymphocytes and inhibited 
T-cell rosette formation at 4 °C 
suggests that it may be an antibody 
that binds to lymphocytes more readi- 
ly at cold than at warm temperature. 
This may have been an antifungal 
antibody that cross-reacted with the 
patient’s lymphocytes, or an antifun- 
gal antibody-fungal antigen complex 
that combined with the patient’s 
lymphocytes, thereby inhibiting their 
normal function. 
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Since the proliferative response to 
PHA and SRBC rosette formation, 
both T-cell properties, were inhibited, 
the factor clearly suppressed T-cell 
activity. Whether it also has an inhibi- 
tory effect on B-cell function is uncer- 
tain, but the fact that the patient had 
an elevated level of all serum immuno- 
globulins, and gave a positive imme- 
diate skin test reaction to trichophy- 
tin antigen, would argue that B cells 
are not affected. 

There are precedents in the litera- 
ture for both direct antibody and anti- 
body-antigen mediated immunosup- 
pression. Daniele and Rowlands* re- 
cently have described an anti-T-cell 
antibody present in the sera of 
patients with sarcoidosis, which sup- 
presses T-cell rosette formation. 
Sjogren et al” reported an antitumor 
antibody-tumor antigen complex that 
could exert an immunosuppressive 
effect. 

However, at this point it should be 
emphasized that, although specificity 
is a hallmark of antibody-antigen 
reactions, it does not necessarily 
follow that all specific immunosup- 
pressive factors are necessarily anti- 
bodies. For instance, Fuks et al" 
recently have described a factor pres- 
ent in the serum of a patient with 
Hodgkin's disease that suppresses 
T-cell rosette formation. This factor 
suppresses T-cell rosetting only of 
lymphocytes from patients with 
Hodgkin's disease, and not of lympho- 
cytes from patients with other dis- 
eases. Preliminary analysis of the 
chemical nature of this factor led 
these investigators to postulate that 
they were dealing with a f-lipopro- 
tein, which has a special affinity for 
the T-cell membrane of patients with 
Hodgkin's disease. They proposed 
that this suppression of T-cell rosette 
formation by serum may be useful as 
a test to detect Hodgkin's disease. In 
view of these findings, we must hold 
out the possibility that the specific 
suppression of T-cell rosette forma- 
tion in our case was mediated by a 
factor other than an antibody or anti- 
body-antigen complex. However, as 
this patient had no evidence of Hodg- 
kin's disease, we do not believe that 
serum suppression of T-cell rosette 
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formation is necessarily specific for 
Hodgkin's disease serum as Fuks et al 
have suggested. 

It should also be mentioned that our 
patient suffered from alcoholic cirrho- 
sis. The possibility that this exerted 
an immunosuppressive effect should 
be considered. Certainly, immunosup- 
pressive factors have been found in 
the literature. Therefore, unlike the 
factor described in this communica- 
tion, the sera of patients with alco- 
holie cirrhosis have been found to 
suppress normal homologous lympho- 
cytes as well as autologous lympho- 
cytes. 

It is also pertinent to note that 
other investigators have found a rela- 
tionship between atopy, dermatophy- 
tosis, elevated immunoglobulin E, and 
immune suppression." We doubt our 
case is similar. Although IgE levels 
were not measured, our patient had no 
clinical or family history of atopic 
disease. Furthermore, while Jones et 
al'* reported that elevated serum IgE 
levels were sometimes associated with 
decreased delayed hypersensitivity 
reactions and increased susceptibility 
to fungal infections, they also found 
that serum with elevated IgE levels 
were unable to suppress in vitro 
lymphocyte stimulation in infected 
or noninfected individuals. Hanifin 
and Gottlieb'* were able to show that 
IgE could inhibit T-cell rosette forma- 
tion but this inhibition was nonspe- 
cific in the sense that it could inhibit 
lymphocytes from normal persons. 
The IgE molecule mediated the inhibi- 
tion by tightly binding to the T-cell 
membrane. It could not be removed by 
repeated washings. Our factor bound 
to T cells only at low temperatures. It 
could easily be washed off at room 
temperature. 

It is of interest that the immuno- 
suppressive effect of our patient's 
serum abated as the dermatophytosis 
resolved with griseofulvin therapy. 
Although many patients first suffer 
primary immunosuppression, whether 
it be due to medical therapy or natu- 
rally occurring events, and then subse- 
quently succumb to severe infection, it 
is our contention that in certain cases 
the infectious process may generate a 
serum factor that is capable of induc- 


ing immunosuppression, thereby ren- 
dering the patient susceptible to 
further spread of the infection. Why 
this should occur in some patients and 
not in others is unknown, but as with 
serum siekness and other immune 
complex diseases, it may reflect the 
type or amount of antibody produced 
in response to infection. 


Nonproprietary Name and 
Trademarks of Drug 


Clotrimazole—Gyne-Lotrimin, Lotrimin. 
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Mal de Meleda Treated With 
13-eis Retinoie Acid 


Michael L. Reed, MD: John Stanley, MD; Fernando Stengel, MD; Jerome L. Shupack, MD; David M. Benjamin, PhD 


è identical twins with mal de Meleda, a 
rare genodermatosis, displayed the char- 
acteristic "glove and sock” hyperkerato- 
sis, hyperhidrosis, and malodor. Their 
parents, who are first cousins, are unaf- 
fected and originated from Calabria, Italy, 
which is not far from Meleda (Mijet). The 
disorder is probably transmitted as an 
autosomal recessive trait. Previous thera- 
py with grenz rays, topical preparations of 
adrenocorticosteroids, lactic acid, retino- 
ic acid, and bland emollients had been 
unsuccessful. One of the twins was 
treated with 13-cis retinoic acid taken by 
mouth for 16 weeks with dramatic 
improvement. The major adverse effect 
was cheilitis, which did not force discon- 
tinuation of the treatment. 

(Arch Dermatol 115:605-608, 1979) 


M? de Meleda is a rare familial 
keratoderma of the palms and 
soles. The characteristic clinical fea- 
tures begin in infancy and eventuate 
in diffuse palmar and plantar hyper- 
keratosis and hyperhidrosis that cause 
maceration and malodor.'? The patho- 
logic process gradually creeps onto the 
dorsa of the hands and feet with sharp 
cutoffs at the wrists and ankles. To 
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our knowledge, no effective therapy 
for this disorder has been reported 
previously. 

We are reporting the cases of iden- 
tical twins with mal de Meleda, one of 
whom has been treated with 13-cis 
retinoic acid taken by mouth for 16 
weeks with dramatic improvement. 
The untreated twin, acting as an ideal 
control, has remained unchanged. 


MATERIALS AND METHODS 


The patient is one of 100 to 200 patients 
included in a two-year multicenter study of 
13-cis retinoic acid being sponsored by 
Hoffmann-LaRoche Laboratories. The ob- 
jectives of this study are (1) to test the 
effectiveness of orally administered 13-cis 
retinoic acid in several disorders of kera- 
tinization; (2) to evaluate the safety of 
short- and long-term administration of this 
drug; (8) to determine the best dosage and 
schedule of administration for greatest 
therapeutic effect and least side effects for 
these dermatologic conditions. Initial and 
subsequent laboratory studies for each 
patient consist of complete blood cell 
counts, measurement of ESRs, blood chem- 
istry studies using an automated multiple 
analysis system (SMA-12), determinations 
of prothrombin times and serum vitamin A 
levels, eye examinations, bone-age deter- 
minations for children 16 years of age or 
under, and sperm counts in mature male 
subjects. 

Still an experimental drug, 13-cis retino- 
ic acid is not expected to be approved for 
general use for at least three more years. 
Until then, this drug will only be available 
to a limited number of investigators 
following specific protocols. 


REPORT OF CASES 


Sixteen-year-old identical twin sisters, 
born in Brooklyn, NY, have had erythema, 


vy 


severe hyperkeratosis, hyperhidrosis, and 
severe malodor of their hands and feet that 
began to develop at age 18 months. The 
process began on the palms and soles and 
slowly spread onto the dorsal surfaces, 
resulting in a “glove and sock” distribution 
(Fig 1 to 4). There is a sharp cutoff at the 
wrists and ankles. Other findings are 
subungual hyperkeratosis, onychodystro- 
phy, and slight erythema and scaling in the 
central portion of the face. Pruritus has 
been a persistent complaint. 


The parents of the twins, who are first - 


eousins from the province of Calabria in 
southern Italy, are phenotypically unaf- 
fected. The twins have an older sister who 
is similarly affected, but a younger brother 
who is not. 

Treatments over the years have included 
grenz rays, topical preparations of cortico- 
steroids, lactic acid in petrolatum, retinoic 
acid, and bland emollients. Such therapy 
has not been at all successful, and the 
condition in both twins has been slowly 
progressive without remission. 

A biopsy specimen from the volar 
surface of the right wrist of the twin for 
whom treatment was planned showed 
pronounced orthokeratotic hyperkeratosis 
with foci of parakeratosis, psoriasiform 
epidermal hyperplasia with hypergranulo- 
sis and slight spongiosis, and a sparse 
superficial perivascular infiltrate of lym- 
phocytes and histiocytes. The papillary 
dermis was thickened with vertically 
oriented collagen (Fig 5). These findings 
are consistent with a palmoplantar kera- 
toderma that has been rubbed excessively 
for a long time and are not exclusively 
diagnostic of mal de Meleda. 

Several examinations for dermatophytes 
yielded negative results. All initial blood 
and urine test findings were within normal 
limits. X-ray examinations for bone age 
were read as normal for 16-year-olds. 

In February 1978, treatment of one of 
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Fig 1.—Palms of patient prior to treatment 
show severe hyperkeratosis, maceration, 


and yellowish discoloration. 





Fig 4.—Dorsa of hands of untreated twin 
(left) show severe hyperkeratosis extend- 
ing over hands and onto dorsal aspect of 
wrists with sharp margination. Dorsa of 
hands of treated twin (right) at eighth week 
of therapy show loss of hyperkeratosis 
with residual erythema. Sharp margination 
is still evident. 





» 


Fig 7.—Meleda (A) off Yugoslav- 
ian coast and nearby province of 
Calabria, Italy (B). 


Fig 8.—Above, naturally occurring forms of 
vitamin A, which have polar group (R) in 
trans position. Below, 13-cis retinoic acid, 
which has a carboxyl group in cis posi- 


tion. 
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Fig 2.—Palms of patient at 12th week of 
therapy show loss of hyperkeratosis with 


some residual erythema. 





Fig 5.—Biopsy specimen of volar 
skin of wrist before therapy 
shows severe orthokeratotic hy- 
perkeratosis, psoriasiform epi- 
dermal hyperplasia, hypergranu- 
losis, and superficial perivascu- 
lar infiltrate of lymphocytes and 
histiocytes (hematoxylin-eosin, 
original magnification x 40). 


VITAMIN A 


(Hz 


Fig 3.—Recurrence of hyperkeratosis and 
maceration eight weeks after discontinua- 


tion of 13-cis retinoic acid. 
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Fig 6.—Biopsy specimen of volar 
skin of wrist after 16 weeks of 
therapy shows dramatic reduc- 
tion of hyperkeratosis, decrease 
in degree of psoriasiform epider- 
mal hyperplasia, and relative 
increase in thickness of granular 
layer (hematoxylin-eosin, origi- 
nal magnification x 40). 


R = CHOH (RETINOL) 
CHO (RETINAL) 


COOH (RETINOIC ACID) 
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the twins was begun with orally adminis- 
tered 13-cis retinoic acid. Initially, she 
received a total of 0.5 mg/kg/day in two 
divided doses. This total daily dose was 
increased by 0.5 mg/kg/day at weekly 
intervals until a dosage of 4.0 mg/kg/day 
was reached on the eighth week of therapy. 
The other of the identical twins received no 
treatment and thus served as a natural 
eontrol. The physical findings in the 
patients were identical prior to starting 
13-cis retinoic acid. 

The patients were reexamined after 
1,2,4,6,8,12, and 16 weeks of therapy. In the 
second week the treated patient showed 
dramatic desquamation of the hyperkera- 
tosis of her hands and feet. By the fourth 
week, the originally persistent itching of 
her hands was gone. By the sixth week, she 
could make a normal fist. The severe 
erythema, hyperkeratosis, and induration 
present before treatment had receded 
almost to normal by the eighth week (Fig 2 
and 4). The feet improved more slowly than 
the hands, but much the same improve- 
ment occurred by week 12. The medication 
was stopped at week 16 to allow an eight- 
week "rest period." The original signs and 
symptoms rapidly recurred (Fig 3). 

A second biopsy specimen from the right 
volar surface of the wrist was obtained 
after 16 weeks of therapy. There was a 
sharp reduction in the thickness of the 
horny layer, a substantial decrease in the 
degree of psoriasiform hyperplasia of the 
epidermis, a lessening of the superficial 
perivascular infiltrate of lymphocytes and 
histiocytes, and a relative increase in the 
size of the granular layer of the epidermis. 
There no longer was spongiosis (Fig 6). 

A major adverse effect was cheilitis that 
began about one month after the start of 
therapy. This complieation was annoying 
but tolerable, and the severity did not seem 
to be dose dependent beyond 2 mg/kg/day. 
Other side effects were mild fatigability, 
some dryness of the conjunctivas and 
mucous membranes of the nose, but no 
frank conjunctivitis and no epistaxis 
occurred. At the 12th week, the patient 
complained of hair loss. None of these signs 
and symptoms was severe enough to cause 
discontinuation of the drug. The only treat- 
ment allowed was petrolatum to the hands 
and feet and 1% hydrocortisone ointment 
to the lips and face. 

Laboratory values at eight weeks were 
normal except for slight elevation of the 
serum alkaline phosphatase level (95 mU; 
normal, 30 to 85 mU), SGOT (82 mU; 
normal, 10 to 50 mU), and SGPT (74 units; 
normal, 0 to 47 units). The serum SGOT 
and SGPT levels returned to normal (35 
mU and 16 units, respectively) at 16 weeks, 
although treatment was still in progress 
and the dosage of medication (4 mg/kg/ 
day) had not changed. 


COMMENT 


Mal de Meleda, according to Niles 
and Klumpp,’ was first described by 
Stulli in 1826 in patients on a small 
island in the Adriatic Sea just off the 
Yugoslavian coast. (Meleda is the Ital- 
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ian name; the Yugoslavs, who govern 
the island, call it Mljet [pronounced 
Mill-Yet].) Many inhabitants of this 
isolated island are afflicted with a he- 
reditary keratoderma that appears to 
be transmitted as an autosomal reces- 
sive trait. The parents of our patient 
originated from Calabria, Italy, which 
is not far from Meleda (Fig 7). The 
characteristic clinical features of this 
unusual genodermatosis are summa- 
rized as follows: (1) autosomal reces- 
sive inheritance; (2) onset at birth or 
early infancy; (3) characteristic “glove 
and sock” hyperkeratosis with sharp 
margination; (4) occasional hyperker- 
atotic plaques on elbows, knees, 
ankles, or corners of the mouth; (5) 
marked hyperhidrosis, maceration, 
and malodor; (6) slowly progressive 
without remissions; (7) no successful 
therapeutic modality. 

The histologic features have not 
been studied carefully, but do not 
seem to differ substantially from 
other types of palmoplantar kerato- 
dermas. The last well-documented 
case of mal de Meleda in the American 
literature was in 1939.° 

Mal de Meleda can be differentiated 
clinically from other hereditary kera- 
todermas with diffuse involvement of 
palms and soles.'? Keratosis palmaris 
et plantaris of Thost-Unna? is an 
autosomal dominant genodermatosis 
in which hyperkeratosis is confined to 
the palms and soles and does not 
progress to the “glove and sock” 
pattern seen in mal de Meleda. Greith- 
er’s syndrome (progressive palmo- 
plantar keratoderma)'* is an autoso- 
mal dominant condition that may 
resemble mal de Meleda, but involve- 
ment of sites other than hands and 
feet always occurs in this disorder; it 
may even spare the palms and soles, 
and tends to improve spontaneously in 
middle life. The Papillon-Lefévre syn- 
drome’ is inherited in a recessive 
fashion and has clinical morphologic 
findings similar to the disease of 
Meleda. In addition, however, there is 
associated periodontoclasia with pre- 
mature loss of deciduous and perma- 
nent teeth. Finally, the Richner- 
Hanhart syndrome? is a recessively 
transmitted disorder in which congen- 
ital hyperkeratosis is confined to 
palms and soles and in which mental 
retardation and corneal dystrophy are 
common. 

Treatment of all types of hereditary 
palmoplantar keratoderma usually 
has been unrewarding. Hot soapy 
soaks followed by friction with pumice 
stone’; topical applications of prepara- 
tions of salicylic acid, lactic acid, and 
retinoic acid; topical application of 


corticosteroids with and without oc- 
clusion; radiotherapy’; and surgical 
excision** all have been used to no 
avail. 

Vitamin A has been used to treat 
disorders of  keratinization since 
1959." Its usefulness, however, has 
been limited because of the toxicity 
that accompanies therapeutically ef- 
fective doses." There are several 
naturally occurring forms of this vita- 
min that have different biologic func- 
tions (Fig 8). Retinoic acid appears to 
be the congener of vitamin A that is 
responsible for maintaining the integ- 
rity of epithelial structures.'*"’ 

In recent years a number of ana- 
logues of vitamin A have been synthe- 
sized in hope of increasing the thera- 
peutic to toxic ratio.'** This work has 


produced a new class of agents called. 


retinoids, substances that have one or 
more structural changes in the hydro- 
carbon ring, the hydrocarbon side 
chain, or the terminal polar group. The 
analogue that is 13-cis retinoic acid is 
produced by rotating the terminal 
carboxyl group of naturally occurring 
all-trans retinoic acid across the 


carbon-carbon double bond in the 13 . 


position (Fig 8). This small change in 
the molecular structure results in a 
considerably favorable change in the 
therapeutic to toxic ratio of the 
drug. 

The effects of vitamin A analogues 
on skin vary depending on dosage, the 
chemical form of the vitamin, the age 
of the organism tested, the area of the 
body, and, to a lesser extent, the 
specles under study. Vitamin A has 
been referred to as an "antikeratiniz- 
ing" substance because of its ability to 
convert embryonic chick skin into a 
mucus-secreting glandular epithe- 
lium. However, in the skins of adult 
rats and human beings, retinoic acid 
has effects both on proliferation and 
differentiation of epidermal cells. 
Acanthosis, increased numbers of cells 
undergoing mitosis, an increased 
granular layer, parakeratosis, and a 
decrease in the thickness of the horny 
layer take place, the last partly due to 
a decrease in keratin production and 
partly because of decreased cohesive- 
ness between horny cells.'*-* Electron 
microscopy discloses a decrease in 
tonofilaments and desmosomes in epi- 
dermal cells.” 

The major adverse effects seen in 
patients receiving 13-cis retinoic acid 
occur in the skin and mucous mem- 
branes.” Cheilitis is the most common 
problem. Other problems include dry- 
ness of the nasal mucosa and conjunc- 
tivas, at times resulting in nose bleeds 
or conjunctivitis; erythema and des- 
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quamation on the face; generalized 
desquamation and increased skin 
fragility; occasionally pruritus and 
hair loss. In our experience, all these 
effects rapidly reverse themselves 
when the drug is stopped. Patients 
sometimes complain of mid- or low- 
back pain for which there are no objec- 
tive findings. Headache, blurred vi- 
sion, malaise, easy fatigability, nau- 
sea, an increase or decrease in appe- 
tite, and abdominal pain have been 
reported.-* The serious side effects 
reported from vitamin A intoxication, 
such as pathologic fractures, prema- 
ture closure of the bony epiphyses, 
pseudotumor cerebri, coma, and death, 
have not occurred in patients taking 
retinoids. 

The excellent result obtained in our 
patient is principally due to a decrease 
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in the thickness of the stratum 
corneum. The retinoid (18-cis retinoic 
acid) we administered causes de- 
creased adherence between the cells of 
the horny layer and/or a decrease in 
the production of keratin by the 
epidermis. A cure seems unlikely and, 
on stopping the medication, we 
expected the disease to recur. Success- 
ful therapy with 13-cis retinoic acid 
will probably depend on the safety of 
a lifelong maintenance program and, 
to a lesser extent, on the success of 
adjunctive therapy (eg, topically ap- 
plied fluorinated corticosteroids) in 
controlling some of the side effects of 
the drug. We have reversed the abnor- 
mal phenotypic changes, but it is 
unlikely that we have altered the basic 
defect of this disorder. 

Since this article was submitted for 
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publication, the patient has completed 
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kg/day for week 1, 4 mg/kg/day 
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weeks 5 to 16. The response was very 
good during the daily dose schedule, 
but incomplete when the medication 
was administered every other week. 
No laboratory abnormalities were 
detected. Presently, the patient is 
about to begin 13-cis retinoic acid 
every other day (drug schedule 3). The 
lowest dosage required to maintain 
remission will be determined by an 
individualized treatment program 
(drug schedule 4). 
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 botryomyeosis 


"Wr os " wo oe HT 


A Bacterial Cause of Mycetoma 


Keith Picou, MD; Enrique Batres, MD; Michael Jarratt, MD 


è Botryomycosis is a chronic, granu- 
lomatous, bacterial infection in which 
grains are produced. Clinically, it may not 
be distinguished from a mycetoma of 
fungal origin. A case is reported in which 
the causative organisms were Staphylo- 
coccus aureus and Pseudomonas aerugi- 
nosa. 

(Arch Dermatol 115:609-610, 1979) 


I" 1870, Bollinger described a 
chronic, granulomatous, suppura- 
tive infection of the skin in horses. 
Noting the presence of grains in puru- 
lent material expressed from lesions, 
he surmised that a fungus was the 
causative organism.' The disease was 
named botryomycosis: “botryo” 
(grape-like) because clusters of grains 
resembled grapes, and “mycosis” 
indicating a fungal cause. However, 
attempts at isolating a fungus failed. 
Magrou identified Staphylococcus 


aureus in grains of botryomycosis and 


subsequently in 1914 experimentally 
reproduced the disease with the same 
bacterial agent." Later investigators 
confirmed his work.’ Other workers 
reproduced the disease in animals 
with Pseudomonas aeruginosa.’ Thus, 
the bacterial cause of botryomycosis 
was established. 

Organisms most frequently re- 
ported in human botryomycosis are S 
aureus and P aeruginosa. Escherichia 
coli, Bacteroides species, Proteus spe- 
cies, and streptococci also have been 
reported.” Botryomycosis is clinically 
divided into visceral and cutaneous 
disease. Disseminated visceral bo- 
tryomycosis occurs in the aged, the 
debilitated, and the chronically ill. The 
prognosis is poor. Localized cutaneous 
botryomycosis involves the skin and 
may extend into underlying muscle 
and bone, but the prognosis is good. 

The sine qua non for diagnosis of 
botryomycosis is the presence of 
grains within foci of chronic, granu- 
lomatous, suppurative inflammation. 
A mycetoma occurs when local exten- 
sion and breakdown of suppurative 
foci lead to sinus tract formation and 
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when granulomatous inflammation 
and fibrosis lead to tumefaction. 


REPORT OF A CASE 


A 10-year-old girl, deserted by her moth- 
er and left in her grandmother’s care, had 
been locked in a cupboard for an undeter- 
mined period of time. County authorities 
were alerted by neighbors, and the child 
was removed from her grandmother’s care 
as a ward of the court. She was admitted to 
the Pediatric Service at Ben Taub General 
Hospital for medical evaluation. The Der- 
matology Service was consulted to evaluate 
a mass on the upper posterior portion of 
her left arm. 

She was a thin, filthy child in ragged, 
dirty clothing, who weighed 15.3 kg. She 
avoided visual, vocal, or physical contact. 
She did not speak coherently, but at times 
uttered screeching, crying sounds. She 





Fig 1.—Botryomycosis tumor mass stud- 
ded with nodules that drained purulent 
material with grains. 


Fig 3.—Basophilic X staining 
grains in a sinus tract (hematox- 
ylin-eosin, original magnification 
x 160). 
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excoriations were present on her arms, 
legs, body, and ears. On the upper posterior 
portion of her left arm, an indurated mass 
measured 9 x 5 x 3 cm (Fig 1) It was 
firm, but not woody, in consistency. 
Several crusted nodules studded its sur- 
face. In the center of each nodule, a sinus 
tract exuded small amounts of purulent 
material with grains. Findings from the 
remainder of the physical examination, 
including vital signs, were normal. 

The following laboratory examinations 
yielded values within normal limits: serum 
sodium, chloride, potassium, bicarbonate, 
urea, creatinine, bilirubin, total protein, 
alkaline phosphatase, SGOT, SGPT, urinal- 
ysis, platelets, WBC count and differential, 
chest x-ray film, and ECG. The hemoglobin 
level was 11.4 g/dL, the hematocrit read- 
ing, 37.8%. X-ray films of the left shoulder 
and arm showed a soft tissue mass with no 
involvement of underlying bones. 

Soft, friable, yellowish-white grains ex- 
pressed from sinus tracts measured 0.5 to 2 
mm in diameter. They fragmented with 
minimal manipulation. Microscopic exami- 
nation of potassium hydroxide wet mounts 
failed to show hyphae. Gram's stains 
showed Gram-positive cocci and Gram- 
negative rods. No filaments were seen. 
Punch biopsy specimens were sent to the 
Ben Taub General Hospital and The Meth- 





Fig 2.—Chronic granulomatous 
inflammation and sinus tracts 
with grains (hematoxylin-eosin, 
original magnification x 25). 


Fig 4.—Brown-Brenn modification of 
Gram's stain for tissue shows Gram-posi- 
tive cocci within and on surface of grains 
composed of homogeneous pink material 
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Differentiating Grains 


Type of Granule 
Actinomycotic 


Periphery 
Branching, thin 
filaments, “hairy” 
appearance 


Smooth, thick, eosino- 
philic mantel usually 
seen 


Lobulated, broad, sep- 
tated hyphae in high 
magnification 


Botryomycotic 


Eumycotic 


odist Hospital laboratories and cultured for 
mycobacteria, true bacteria, fungi, actino- 
mycetes, and Nocardia. Biopsy specimens 
were processed for hematoxylin-eosin, 
acid-fast, fungal, and Gram’s stains. 

Bacterial cultures at both laboratories 
grew S awreus and P aeruginosa. All other 
cultures at both laboratories were nega- 
tive. 

Hematoxylin-eosin stains showed grains 
within sinus tracts surrounded by chronic 
granulomatous inflammation (Fig 2 and 3). 
Gram’s stains (Brown-Brenn modification) 
showed Gram-positive cocci within and on 
the surface of grains composed of homoge- 
neous pink material (Fig 4). No Gram- 
negative organisms were seen. Stains for 
fungi, acid-fast organisms, and actinomy- 
cetes were negative. 

A diagnosis of botryomycosis was made. 
The absence of Gram-negative rods on 
tissue Gram's stain, despite their presence 
on initial Gram's stain of grains, led to the 
impression that P aeruginosa was a 
eontaminant. Accordingly, the child was 
given cloxacillin sodium monohydrate, 500 
mg orally four.times daily. After one 
month, no clinical improvement had 
occurred. Cloxacillin was discontinued. A 
review of antibiotic sensitivities showed 
tetracycline hydrochloride to be the only 
antibiotic to which both organisms were 
sensitive. The child was given tetracycline 
hydrochloride, 250 mg orally four times 
daily. After two months the mass had 
decreased 80% in size, purulent drainage 
had ceased, and the sinus tracts had closed. 
The child is to be given tetracycline until 
complete clinical resolution ensues. 


COMMENT 


Mycetoma is the clinical designa- 
tion for lesions characterized by tume- 
faction, draining sinuses, and grains 
(Fig 1). The term “mycetoma” does 
not connote causative organism. My- 
cetomas are most commonly due to 
true fungi in the order Eumycetes 
(usually species of the Madurella, 
Phialophora, and Petriellidium gen- 
era) or to higher bacteria in the order 
Actinomycetales (usually species in 
the Actinomyces, Nocardia, Strepto- 
myces, and Actinomadura genera).*** 
Rarely, as in the case reported, true 
bacteria such as S aureus and P aeru- 
ginosa in the order Eubacteriales may 
cause mycetoma. 

Classification of mycetoma is based 
on the etiologic organism. Eumyceto- 
ma refers to a mycetoma caused by a 
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Homogeneous 


Septated hyphae 





. Special Features 


Nocardia: acid fast, 
Gram-positive; Acti- 
nomyces: Gram-posi- 
tive 


. Center 


Packed and single S aureus: Gram-positive 


cocci or bacilli 
or both 


cocci; P aeruginosa: 
Gram-negative bacilli 


PAS and Gomori's me- 
thenamine silver 
stains positive 


true fungus. Colorful synonyms are 
maduromycosis and Madura foot. Ac- 
tinomycetoma refers to a mycetoma 
caused by Actinomycetales. Other, 
more specific, terms include "nocar- 
dial mycetoma,” “actinomycosis,” and 
"streptomycetoma." When the causa- 
tive organisms are true bacteria, 
"botryomycosis" is the appropriate 
diagnostic term. Inasmuch as both 
Actinomycetales and  Eubacteriales 
are classified as Schizomycetes, 
"schizomycetoma" has been proposed 
as a term to include actinomycetoma 
and botryomycosis.* Because grains in 
botryomycosis resemble those of acti- 
nomyeosis, some authors prefer the 
term "actinophytosis." Some, recog- 
nizing that the disease is not a true 
mycosis, prefer the terms "bacterial 
pseudomycosis” or "granular bacterio- 
sis"? But, for want of a better term 
and because of precedent, "botryomy- 
cosis" persists. 

Granule formation and granuloma- 
tous inflammation occurring in bo- 
tryomycosis differ considerably from 
usual host-bacterial interactions. Ma- 
grou was of the opinion that mecha- 
nisms responsible for this unusual 
reaction depended on a symbiotic rela- 
tion between the dose and virulence of 
the involved bacteria and the host's 
immune response. In experimental 
botryomycosis, chronic continuous 
inoculation with small numbers of 
organisms with altered virulence is 
necessary for production of lesions.’ 
Host response is important, as experi- 
mental botryomycosis is, in part, 
species dependent. 

In the reported case, a malnour- 
ished child repeatedly inoculated her 
skin by scratching. In a series of case 
reports, visceral botryomycosis devel- 
oped in debilitated children with 
cystic fibrosis." These cases agree 
well with the pathophysiologic con- 
cepts. However, in truth it must be 
stated that the factors responsible for 
the development of botryomycosis 
remain largely unknown. 

In experimental  botryomycosis, 
grain formation is dependent on a 
peculiar degeneration of granulation 
tissue that occurs in tissues subject to 
chronic bacterial invasion.’ Bacteria 


appear to be bystanders that are 


trapped within a forming grain or 
stick to its surface. In contrast, the 
grains of eumycetoma and actinomy- 
cetoma are microcolonies of the etio- 
logic organism. 


Differentiating botryomycosis 


from other causes of mycetoma is not 


difficult. On gross examination, the 
yellowish-white grains of botryomyco- 
sis resemble the grains of actinomyce- 
toma, but differ from the dark brown 
to black grains of eumycetomas.*** 

Microscopic examination of botryo- 
mycosis grains on direct wet mounts 
with potassium hydroxide or Lay- 
bourn's modification of Albert's stain 
fails to show the 2- to 5-y diameter 
hyphae of eumycetoma or the 1- to 
1.5- filaments of actinomycetoma. 
Gram's stain of botryomycosis grains 
shows only bacteria. No filaments are 
seen.^*? 

On histopathologic examination, 
grains of all forms of mycetoma are 
stained by hematoxylin-eosin (Fig 2). 
High-power examination of eumyce- 
toma grains shows hyphae, whereas 
the grains of actinomycetoma and 
botryomycosis are amorphous (Fig 3). 
The Brown-Brenn modification of 
Gram’s stains shows bacteria within 
or on the periphery of grains (Fig 4). 
Fungal and acid-fast stains are nega- 
tive in botryomycosis. The finer 
points of differentiating grains are 
summarized in the Table. 


Nonproprietary Name and 
Trademark of Drug 


Cloxacillin sodium monohydrate—Tegopen. 
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Wells' Syndrome 


Recurrent Granulomatous Dermatitis With Eosinophilia 


G. Thomas Spigel, MD, R. K. Winkelmann, MD, PhD 


€ Two cases of granulomatous dermati- 
tis with eosinophilia (Wells’ syndrome) 
are reported. With Wells’ original four 
cases, these two cases define a distinc- 
tive dermatosis with onset as cellulitis 
and formation of solid edema and either 
final spontaneous resolution or resolution 
with steroid therapy. Microscopic study 
showed diffuse tissue eosinophilia and 
fibrinoid flame figures, evolution of asso- 
ciated focal necrobiosis, and formation of 
focal microgranulomas associated with 
eosinophils. Biopsy of muscle and fascia 
showed comparable fasciitis and eosino- 
philic myositis. Immunofluorescence in 
one case disclosed fibrin in the dermis 
and IgM, IgA, and C3 in the blood vessels 
of the muscle. Recurrences of the lesions 
often appeared to be related to drug 
administration or surgery. 

(Arch Dermatol 115:611-613, 1979) 


ecurrent granulomatous dermati- 

tis with eosinophilia was first 
described by Wells' in 1971. He 
described four patients who had a 
rather unusual clinical presentation of 
skin manifestations that resembled 
acute cellulitis and whose biopsy spec- 
imens showed distinctive inflammato- 
ry and granulomatous features. The 
clinical eruption usually occurred in 
two phases: the first phase was an 
eosinophilic cellulitis, which was de- 
scribed as a localized redness and 
edema of the skin and which appeared 
and spread rapidly, with central invo- 
lution, during a two- or three-day 
period, occasionally with blistering. 
The second phase was the appearance 
of an infiltrative granulomatous der- 
mal and subcutaneous mass, which 
remained edematous and slate-colored 
for several weeks while the border 
was rosy or violaceous. Continued 
involution produced a pale solid lesion 
similar to morphea, and eventually the 
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skin recovered completely. All pa- 
tients had eosinophilia of the blood 
and marrow during the active phase 
of the disease. 

Wells divided the characteristic 
histopathologic changes into three 
stages. The first or acute stage, which 
he called “eosinophilic cellulitis,” was 
characterized by dermal edema and 
masses of leukocytes, predominately 
eosinophils, throughout the dermis. 
The second or subacute stage, granu- 
lomatous dermatitis, showed masses 
of dermal eosinophils and histiocytes 
about angular, focal, fibrinoid flame 
masses. The flame figures consisted 
of a core of collagen coated with leuko- 
cyte and eosinophil debris surrounded 
by a palisade of histiocytes and giant 
cells. The final stage of resolution was 
characterized by histiocytic necrobio- 
sis, similar to that seen in granuloma 
annulare, and the persistence of the 
flame figures. 

We wish to report two additional 
cases of recurrent granulomatous der- 
matitis with eosinophilia and to report 
new observations regarding this dis- 
ease. 


REPORT OF CASES 


CASE 1.—A 56-year-old woman with 
recurrent skin lesions since 1967 was seen 
at the Mayo Clinic in 1968. The skin lesions, 
consisting of tender plaques of “cellulitis” 
on the trunk and extremities, had been 
present for months (Fig 1). Flares of the 
skin lesions occurred after surgical proce- 
dures and after the use of various drugs, 
including antibiotics, anticholinergics, and 
local anesthetics. The patient never had 
fever, chills, or night sweats. In 1967, when 
she was first examined by her local physi- 
cian, findings on biopsy were consistent 
with that of granuloma annulare. Levels of 
immunoglobulins, including IgE, were nor- 
mal. A stool was negative for ova and 
parasites. Review of multiple skin biopsy 
specimens, including those taken else- 
where, all showed a similar histologic 
pattern that was consistent with Wells' 
syndrome. Treatment with corticosteroids 
temporarily suppressed the skin lesions 
and shortened the course. Pertinent labora- 
tory data included hemoglobin level, 14.8 
g/dL; hematocrit reading, 44%; and leuko- 
cyte count, 13,300/cu mm, with 46% neutro- 


phils, 5.5% band forms, 21% lymphocytes, 
7.5% monocytes, 19.5% eosinophils, and 
0.5% basophils. Bone marrow aspiration 
and biopsy showed eosinophilia. 

On the patient’s most recent visit in 
November 1977, Trichophyton rubrum was 
cultured from the foot. The patient had had 
a chronic problem involving her feet and 
toenails for many years. Results of delayed 
hypersensitivity skin tests were strongly 
positive to Candida, Trichophyton, and 
mumps. Skin biopsy of normal, previously 
involved skin yielded negative results, as 
did direct immunofluorescence. 

CAsE 2.—A 66-year-old woman was first 
seen in June 1977 with a history of cellulitis 
and erythema of the right arm for one 
month. Treatment for the cellulitis with 
penicillin and oxyphenbutazone was of no 
benefit. The patient gave a history of a 
fixed drug eruption reaction to penicillin, 
and on admission to the clinie she had 
several nummular hyperpigmented areas 
on the upper parts of her shoulders and 
right leg, which were considered to be 
consistent with a fixed drug eruption. She 
was also receiving multiple drugs, includ- 
ing thyroglobulin, a mixture of chlordiaze- 
poxide hydrochloride and clidinium bro- 
mide (Librax), diazepam, aspirin, acetami- 
nophen, and conjugated estrogens. She 
gave a history of a purpurie eruption to 
acetaminophen. Because of the striking 
clinieal presentation resembling acute in- 
fective cellulitis, a surgical exploration was 
performed on her right arm and multiple 
biopsy specimens were taken for histopath- 
ologie study, immunofluorescence study, 
and culture. All cultures for common and 
esoteric organisms were negative. Perti- 
nent laboratory data included the follow- 
ing: leukocyte count, 6,800/eu mm; hemo- 
globin level, 12.5 g/dL; hematocrit reading, 
37%; platelet count, 263,000/cu mm; and 
sedimentation rate, 53 mm in one hour. 
There were 35% neutrophils, 25.5% lympho- 
cytes, 3.5% monocytes, 34% eosinophils, and 
2% basophils. Bone marrow aspiration and 
biopsy showed a slight increase of eosino- 
phils, with lymphocytosis. Biopsy showed 
eosinophilic granulomatous disease, and 
direct immunofluorescence was positive 
for fibrin in the dermis. 


HISTOPATHOLOGIC FINDINGS 


In both of our cases, there were the 
characteristic histopathologic changes 
of recurrent granulomatous dermati- 
tis with eosinophilia, as described by 
Wells.' In our first case, no abnormal- 
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Fig 1.—Erythematous plaque on right thigh (case 1). 


Fig 2.—Focal flame granuloma in right lower dermis with 
surrounding infiltrate of eosinophils (case 1, hematoxylin-eosin, 
Original magnification x 64). 


Fig 3.—Focal flame granuloma shows central fibrinoid mass with 
surrounding histiocytic cells and peripheral eosinophils (case 1, 
hematoxylin-eosin, original magnification x 100). 4 


Fig 4.—Diffuse infiltrate of eosinophils and edema showing flame 
figures (case 2, hematoxylin-eosin, original magnification x 63). 


Fig 5.—Fascia inflammation and granuloma formation with eosin- 
ophilia (case 2, hematoxylin-eosin, original magnification x 64). 


Fig 6.—Muscle shows eosinophilic myositis. Note normal- 
appearing vessels (case 2, hematoxylin-eosin, original magnifica- 
tion x 64). 


Fig 7.—Direct immunofluorescence of muscle shows IgM in vessel > 
wall (case 2, original magnification X 275). 
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Clinical and Histologic Characteristics of Recurrent Granulomatous Dermatitis 
With Eosinophilia 


Duration, 
Sex/Age, yr yr 


M/42 3 


M/61 10 
F/71 


F/26 


Present 
report 


ity of the epidermis or upper dermis 
was seen. However, low-power view of 
the lower dermis (Fig 2) demonstrated 
a diffuse infiltrate of eosinophils and 
histiocytes and a focal palisading 
microgranuloma. A  higher-power 
view (Fig 3) of the granuloma showed 
that the infiltrate consisted of a dense 
eosinophilie core of collagen with 
histiocytes and giant cells palisading 
around it. Surrounding this character- 
istic lesion was a dense infiltrate of 
eosinophils. In case 1, there were 
many focal microgranulomas scat- 
tered in the dermis. There was no 
evidence of vasculitis on numerous 
skin biopsy specimens. Necrobiotic 
collagen and fibrinoid change with 
eosinophils were seen, which we 
believe represent an early phase of the 
microgranulomas. 

A more acute onset was seen in case 
2. There was a more diffuse infiltrate 
of the upper dermis, with eosinophils 
and edema formation. High-power 
view (Fig 4) showed the flame figures 
(a mixture of fibrin and eosinophil 
debris). This histologic pattern was in 
transition between Wells’ stage 1 and 
stage 2. Mild perivascular inflamma- 
tion was seen (Fig 4), but there was no 
true vasculitis with destruction of 
vessels, hemorrhage, or hyalinization 
of the vessel wall. Review of speci- 
mens of fascia and muscle taken at 
surgical exploration demonstrated the 
same diffuse infiltration with eosino- 
phils and histiocytes (Fig 5 and 6). 
There was no inflammation or de- 
struction of vessels in the muscle biop- 
Sy specimen. 


IMMUNOFLUORESCENCE 


Direct immunofluorescence was 
performed on biopsy specimens taken 
at surgical exploration in case 2. The 
skin showed diffuse fibrin deposition 
in the dermis. Properdin was observed 
in the vessel walls. IgG, IgM, IgA, C3, 
or C4 was not found. The subcuta- 
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None 


None 


None 


(?) Penicillin 


Drugs, surgery 
(?) Drugs 


Precipitating 


Factors Course 

Less severity over 8 yr 

Steroid response, less se- 
verity, 7 yr on steroids 

Steroid response, less se- 
verity, but died of myel- 
ofibrosis at 79 yr 

Steroid response, gradual 
resolution over 6 yr, 
asthma controlled 

Steroid response, contin- 
ued problem 

Surgical exploration 





neous tissue showed scattered depos- 
its of fibrin within inflammatory 
infiltrates. The fascia was essentially 
negative. The muscle showed IgM, 
IgA, and C3 within the vessel walls 
(Fig 7) and fibrin within inflammato- 
ry tissue. Nonspecific immunofluores- 
cence of the eosinophils with immuno- 
globulin and complement was ob- 
served. Direct immunofluorescence of 
normal, previously involved skin in 
case 1 was negative. 


COMMENT 


The patients in Wells’ report and 
our patients had similar clinical and 
histologic presentations. All of the 
patients had a clinical pattern of 
recurrent, acute, erythematous in- 
flammation through a solid infiltra- 
tive edema phase to healing (Table). 
The duration of the disease ranged 
from a relatively short time to approx- 
imately ten years. One patient had 
onset three weeks after penicillin was 
given for a sore throat, and there was 
associated mild pruritus, asthma, and 
joint pains. Laboratory data in all 
cases showed increased blood and 
cutaneous eosinophilia. Bone marrow 
eosinophilia was noted in both of our 
patients and in two of the four 
described by Wells. Steroid therapy 
produced resolution of the lesions in 
three patients. One patient of Wells 
had a gradual spontaneous improve- 
ment over eight years. 

The striking histopathologic 
changes in these cases suggest a rela- 
tionship to Churg-Strauss allergic 
granulomatosis, particularly in the 
one case in which disease developed 
three weeks after a course of penicil- 
lin for a sore throat. The typical 
Churg-Strauss granulomas of the skin 
consist of palisading extravascular 
granulomas, basophilic collagen necro- 
biosis, leukocytoclasia, and variable 
vasculitis.** However, neither the pa- 
tients described by Wells nor ours had 


evidence of vasculitis on histopatho- 
logic study, and none showed the 
massive leukocytic and basophilic con- 
nective tissue necrobiosis of the 
Churg-Strauss lesion. 

On the basis of histopathologic find- 
ings, we believe that recurrent granu- 
lomatous dermatitis with eosinophilia 
is a distinct disease and is part of the 
eosinophilic syndromes involving skin. 
The hypereosinophilic syndrome on 
biopsy of the skin shows only perivas- 
cular eosinophils without any evidence 
of vasculitis.^^ The Churg-Strauss 
allergic granulomatosis shows a pali- 
sading extravascular granuloma simi- 
lar to the lesion described by Wells, 
but there may be evidence for vasculi- 
tis.^? Periarteritis nodosa in a signifi- 
cant percentage of patients can be 
associated with peripheral and cuta- 
neous eosinophilia and rarely with 
cutaneous granulomas. Recurring 
granulomatous dermatitis may repre- 
sent an additional disease of the 
hypereosinophilie spectrum of vasculi- 
tis-granulomatosis involving the skin 
and shows similar palisading extra- 
vascular granulomas, as seen in 
Churg-Strauss allergic granulomato- 
sis.' Although cutaneous vasculitis is 


not seen on histopathologic study, the 


finding of vessel immunofluorescence 
of muscle in our case 2 suggests that, 
throughout the course, a search be 
made for vascular inflammation. We 
believe that Wells described a distinc- 
tive hypersensitivity syndrome of the 
skin and in a recent abstract summa- 
rized additional cases? and that our 
two cases confirm his descriptions. 


Nonproprietary Name and ' 
Trademarks of Drug 


Thyroglobulin—Endothyrin, Proloid, Thy- 
ractin, Thyrodoids, Thyroprotein. 
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Erythema Multiforme as a Complication of 


BCG Scarification Technique 


Eduardo H. Tschen, MD; R. Thomas Jessen, MD; Gerald Robertson, MD; Larry E. Becker, MD 


e Erythema multiforme occurred in a 
31-year-old woman as a complication of 
BCG immunotherapy administered by 
scarification for a Clark’s level IV malig- 
nant melanoma. This is an unusual 
complication of the scarification tech- 
nique. 

(Arch Dermatol 115:614-615, 1979) 


| Ss the report of Morton et al of 

BCG vaecine for immunotherapy 
of malignant neoplasms, there has 
been an increasing interest in its use 
as a mode of tumor therapy. Three 
modes of administration of BCG 
immunotherapy have been developed. 
These are intralesional injection, in- 
tradermal injection, and scarification. 
Intralesional injection gives the high- 
est rate of complications and scarifi- 
cation the least. By any mode of 
administration, BCG therapy has 
been reported to give chills, fever, and 
malaise; The fever is usually low- 
grade and starts several hours after 
inoculation and can persist for many 
days. Recurrent fever of late onset in 
association with an influenza-like syn- 
drome with nausea, malaise, and 
arthralgia also has been reported. 
Persistent BCG infection has been 
observed at vaccination sites, in 
lymph nodes, in pleura, and as 
abscesses in the paraspinal space. 
Miliary, caseating granulomas have 
been found at autopsy in two 
patients." Temporary hepatic dysfunc- 
tion also has been observed, ranging 
from mild dysfunction in liver tests to 
hepatomegaly with jaundice. At au- 
topsy, granulomatous hepatitis has 
been documented. Severe hypersensi- 
tivity reactions also have been asso- 
ciated with intralesional BCG vaccina- 
tion, and two cases of erythema 
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nodosum and a single episode of 
pancytopenia have been reported with 
this technique.’ 

Richman et al‘ described more than 


500 patients treated with BCG vaccine 


by scarification for as long as two 
years without a single episode of 
severe systemic reaction. A 3l-year- 
old woman being treated for malig- 
nant melanoma had two episodes of 
erythema multiforme associated with 
this mode of therapy. Erythema 
multiforme as a complication of BCG 
immunotherapy by scarification to 
our knowledge has not been reported 
previously. 


REPORT OF A CASE 


A 31-year-old woman was seen in the 
Dermatology Outpatient Department on 
Sept 24, 1976, for evaluation of a mole. 
Examination showed a 14 x 11-mm deeply 
pigmented macule with a faint rim of 
erythema at its base. The lesion was 
located on the posteriolateral aspect of the 
left distal upper part of the arm. It was 
freely moveable and it was excised intact. 
Histological examination disclosed a 
Clark’s level IV malignant melanoma. 

In October 1976, the patient was admit- 
ted to the Bernalillo County Medical 
Center in Albuquerque, NM. Preoperative 
laboratory evaluation consisted of a normal 
chest x-ray film, liver-spleen scan, brain 
scan, and normal 18-channel chemical 
battery (SMA-18) and normal blood chem- 
istries. Findings on physical examination 
also were unremarkable, with no cervical 
axillary or inguinal lymphadenopathy. The 
patient received one hour of local perfusion 
with melphalan through the axillary vein 
and artery. The biopsy site was excised 
with a 5-cm margin with grafting from the 
right anterior aspect of the thigh. Axillary 
node dissection also was performed and 
histological examination disclosed no tu- 
mor. Her recovery from the surgical proce- 
dure was unremarkable. 

Twenty-four days postoperatively she 
was begun on adjuvant chemotherapy and 
immunotherapy using imidazole carbox- 
amide, 150 mg/sq intravenously, on days 1 
through 5 and BCG vaccine by scarification 
(Tice strain, 1.8 x 10* colony-forming units 
per dose) on days 7, 14, and 21 of every 
28-day course. She received her first four- 
week course and the first two weeks of her 
second course without difficulty. Forty- 
eight hours after her fifth BCG vaccine 
scarification on Dec 22, 1976, a generalized 


erythematous maculopapular eruption de- 
veloped with severe involvement of her 
graft donor site, scarification scars, and 
excision site. She gave a history of an 
upper respiratory tract infection with 
negative throat culture results nine days 
prior to the onset of her rash. The eruption 
resolved in seven days with self-prescribed 
soda bath treatments. 

The patient was given her sixth BCG 
vaccine treatment by scarification one 
week after number 5. Forty-eight hours 
later a generalized pruritic maculopapular 
eruption developed, with blistering of the 
lips, vagina, and anal mucosa. The eruption 
was again accentuated at the graft donor 
site, distal aspect of the arms (Fig 1), and 
the upper portion of the back. She denied 
joint pain and taking other medication 
than chemotherapy. A diagnosis of erythe- 
ma multiforme was made and the patient 
was given hydroxyzine hydrochloride, 25 
mg by mouth four times a day, oilated 
soaks for 15 minutes three times a day, and 
0.1% triamcinolone acetonide cream three 
times a day following the soaks. Systemi- 
cally administered steroids were consid- 
ered but not used because of possible 
compromise of the BCG immune stimula- 
tion. At follow-up four days later, the 
patient had new vesicles on the anterior 
aspect of the chest, distal dorsal part of the 
arms, and anterior aspect of the thighs. A 
4-mm punch biopsy specimen was obtained 
from the left forearm. Therapy was 
changed to 0.05% fluocinonide cream, three 
times a day, and the hydroxyzine hydro- 
chloride dose was increased to 50 mg by 
mouth four times a day. One week later the 
patient returned with decreased pruritus 
and no new lesions. Twenty-nine days 
after the initial onset of the eruption, the 
patient was free of lesions except persis- 
tent erythema at the surgery site, graft 
donor site, and scarification sites on the 
upper portion of her back. Antihistamine 
was tapered and steroid cream was used on 
those selected sites. 

In February 1977, imidazole carboxa- 
mide (1,400 mg total dose) administration 
was restarted; after two doses she had no 
systemic reactions. Intermediate strength 
PPDs were placed intradermally on her 3- 
and 6-year-old sons with negative results. 
During her chemotherapy, weekly com- 
plete blood cell and platelet counts showed 
no meaningful change except for a rise in 
total eosinophil count from 50 to 100 to 400 
to 600/mL after her episode of erythema 
multiforme. The punch biopsy specimen 
obtained during her second eruption was 
consistent with the dermal type of erythe- 
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Fig 1.—lsolated and confluent vesicles 
surrounded by erythema and edema on 
arm. 
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Fig 2.—Skin biopsy specimen shows 


hyperkeratosis, focal acanthosis, a 
subepidermal bulla, and edema and 
perivascular infiltrate predominantly of 
mononuclear cells. No evidence of 
vasculitis (hematoxylin-eosin, original 
magnification x 200). 


ma multiforme (Fig 2). The epidermis 


" showed mild hyperkeratosis, focal acantho- 


sis, and elongation of the rete ridges. A 
subepidermal bulla was located in the 
papillary dermis. There was a perivascular 
infiltrate composed largely of mononuclear 
cells, but there was also an admixture of 
eosinophils and neutrophils. There was no 
nuclear dust or other evidence of vasculitis. 
Special stains for acid-fast organisms were 
negative. 


COMMENT 


BCG vaccine originally was isolated 
by Calmette and Guérin at the 
Pasteur Institute of Lille through the 
progressive attenuation of a virulent 
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strain of Mycobacterium bovis? Its 
first clinical trial was as a vaccine 
against tuberculosis in 1921. Since this 
beginning, thousands of vaccinations 
have been given with negligible mor- 
tality and morbidity. 

The use of BCG vaccine as adjuvant 
immunotherapy is based on several 
premises: (1) that tumors have anti- 
gens that distinguish them from 
normal tissue; (2) that immune re- 
sponse can be developed against these 
antigens; (3) that appropriate immu- 
notherapy can selectively reduce tu- 
mor growth or kill tumor cells; (4) that 
modification of the immune response 
(immunotherapy) can increase host 
resistance to the tumor; and (5) that 
BCG vaccine shares the same antigens 
with malignant melanoma cells.’ 
Stimulation of the immune system 
may also provide general protection to 
the patient, thus permitting more 
aggressive therapy by other means.’ 

The evidence to date implies that 
malignant melanomas contain tumor 
specific antigens that elicit the pro- 
duction of circulating humoral anti- 
bodies and are cytotoxic to lympho- 
cytes. There appears to be a correla- 
tion between clinical status of the 
patient and the incidence of antimela- 
noma antibodies in their sera. Pa- 
tients with localized melanoma were 
more likely to have antibodies in their 
sera than those with disseminated 
disease." 

BCG vaccine administration has 
been shown to delay the appearance or 
decrease the incidence of tumors 
caused by chemicals, virus, irradia- 
tion, and also inhibits the develop- 
ment of adenomas, sarcomas, carcino- 
mas, and leukemias in mice, rats, and 
hamsters. Presumably, its action in 
melanoma involves local macrophage 
activation with nonspecific tumor cell 
killing effect," a bystander effect of 
the local delayed hypersensitivity 
type, and the induction of specific 
tumor immunity. The effectiveness 
of the BCG vaccine immunotherapy 
also depends on the strains used, the 
number and proportion of viable and 
dead organisms, the presence of free 
soluble antigen, the dose, route, and 
schedule of administration.* Unfortu- 
nately, at this time, there is no biolog- 
ical assay that assures consistent 
immune effect of the different prepa- 
rations used.’ The BCG immunothera- 
py is still an unproved adjuvant mode 
of therapy. 

We reviewed the reactions in 13 
more patients being treated with BCG 
vaccine, which ranged from erythema 
and induration of scarification sites to 
local ulceration with or without 
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regional node involvement. Reactions 
occurred after three to six treatments. 
Local reactions developed within 24 
hours with erythema and induration. 


Reactions were often pruritic and, 


when ulceration occurred, it was asso- 
ciated with serous drainage. No single 
case of systemic reaction was found, 
except for the patient described in 
this report. These findings support 
the observations of Richman et al' of 
the negative systemic reactions when 
BCG vaccine is administered by scar- 
ification. 

In this patient, it is impossible to 
decide whether the melanoma, the 
chemotherapy, or the BCG vaccine 
was responsible for the erythema 
multiforme, but there are some fac- 
tors that strongly support BCG vac- 
cine as a causative agent: (1) the 
patient continued receiving the same 
chemotherapy without problems, (2) 
there was no other disease or therapy 
associated with the onset of the 
erythematous lesions, (3) the patient 
remains free of problems since the 
BCG vaccine was discontinued, and (4) 
the histologic finding from the biopsy 
is diagnostic of erythema multiforme, 
as was the clinical course. The patient 
was last seen in November 1977 and 
shows no manifestations of disease. 


Westwood Pharmaceuticals financed the cost 
of color reproductions. 


Nonproprietary Names and 
Trademarks of Drugs 


Fluocinonide- Lidex. 
Melphalan— Alkeran. 
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66 Twenty-five years after its discovery...topical hydrocortisone is, 
indeed, still the drug of choice in certain anatomical areas and in 
certain skin diseases and age groups.99 ' 


66 We routinely use hydrocortisone for steroid-sensitive lesions of the 
genitalia, periorbital region, perianal region, and wherever possible in 
wet, intertriginous areas.99 ? 


66 What stands out in every instance, human and animal, is the weak 
atrophogenicity of hydrocortisone.99* 


Gk Many dermatological disorders respond equally well to low-potency 
steroids such as 195 hydrocortisone, although for severe, acute 
dermatoses, a fluorinated steroid may be preferred initially.g9° 


seborrheic dermatitis e eczema e intertrigo e atopic dermatitis 


'Marmelzat, W.L.: J. Dermatol. Surg. Oncol. 3(6): 595 Nov/Dec, 1977 ?*Kligman, A.M., 


and Kaidbey, K.H.: Cutis 22:232 Aug, 1978. ?The Medical Letter, October 21, 1977. 


See next page for full prescribing information, including warnings and contraindications. “Dedicated ty Dounatotooy . 


X. HYTONE® Cream Recommend the 


(Hydrocortisone) 


E 
Description: Hydrocortisone 12%, 1% or 21/96 in a water-washable cream containing skin cleansi Ng system 


purified water, propylene glycol, pst monostearate, cholesterol and related sterols, 
isopropyl myristate, polysorbate 60, cetyl alcohol, sorbitan monostearate, polyoxy! 40 
Stearate and sorbic acid. a e S 
Action: Topical steroids are primarily effective because of their anti-inflammatory, 

= antipruritic and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive mana e acne 
dermatoses. e 


Contraindications: Topical steroids are contraindicated in those patients with a history 


of hypersensitivity to any of the components of the preparation. 


Precautions: If irritation develops, the product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an appropriate antifungal or antibacterial agent 
Should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. 


If extensive areas are treated or if the occlusive technique is used there will be increased 
systemic absorption of the corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


Although topical steroids have not been reported to have an adverse effect on human 
pregnancy, the safety of their use in pregnant women has not absolutely been established. 
n laboratory animals, increases in incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class Should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have been reported with 
topical corticosteroids, especially under occlusive dressings: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 

Dosage and Administration: Apply to affected areas 3 or 4 times daily. 

How supplied: 2/96 — Tube 1 0z.; 1% and 1/96 — Tube 1 oz. and Jar 4 0z. 


Caution: Federal law prohibits dispensing without prescription. 





For broader control of acute 

and chronic dermatoses... 

hydrocortisone p/us the antifungal/ 
antibacterial actions of diiodohydroxyquin. 


VYTONE:* Cream 


(Hydrocortisone 1% or 12 96; diiodohydroxyquin 1%) 








i 
Description: Vytone Cream contains hydrocortisone .0596 or 196 and diiodohydroxyquin 
196 in a greaseless cream of purified water, propylene glycol, glyceryl monostearate, 
cholesterol and related sterols, isopropyl myristate, polysorbates 20 and 60, cetyl alcohol, 
sorbitan monostearate, polyoxyl 40 stearate and sorbic acid. 
Actions: Combines the antifungal and antibacterial actions of diiodohydroxyquin with the 
anti-inflammatory and antipruritic effects of hydrocortisone, providing effective therapy for 
broader contro! of various acute and chronic dermatological disorders. 
Indications: Based on a review of a related drug by the National Research 
ee and subsequent FDA classification for that drug, the indications are as i 
WwW 
broly ta aS ont or atopic ARIS: dise abe eczema; PLR 
nummular eczema; infantile eczema; endogenous chronic infectious dermatitis: e ? 
stasis dermatitis: pyoderma: nuchal eczema and chronic eczematoid otitis Used together, BUF-P CIF Nonmedicated 
Aaa make pe aaae goazan H ap iki Hat agent yh simplex CI e S d BUF A 
C Ita! pruritus (vulvae, scroti. ani): folliculitis, bacterial derma- 
loses. mycotic dermatoses such as tinea (Capitis, cruris, corporis pedis) eansing ponge an cne 
nilliasis; intertrigo. Final classification of the less-than-eflective indication i i i 
E re Bats ALE indications Cleansing Bar provide the gently abrasive, 
thorough cleansing your acne patients need. 
Contraindications: Topical steroids are contraindicated in viral diseases of the skin such 4 
as varicella and vaccinia and in individuals when circulation is markedly impaired. Vytone ® ° 
Cream is contraindicated in those patients with a history of hypersensitivity to any of the Nonmedicated 
components of the preparation. © " 
Warnings — Usage in Pregnancy: Although topical steroids have not been reported to Cleansing Sponge 
nde " weis e eg on Ue fona, me Sot OE RET on prognani ae ua not j 3 
€en absolutely established. Therefore, they should not be used extensively, or in large e 
. amounts or for prolonged periods of time on pregnant patients. removes dirt and dead skin cells 
Precautions: For external use only Keep away from eyes. If irritation develops, the icti 
. product should be discontinued and appropriate therapy instituted. If extensive areas are : help 5 loosen existing comedones 
treated or if the occlusive technique is used, the possibility exists of increased systemic o : . POINT TUN 
absorption of the corticosteroid and suitable precautions should be taken. May stain + 93% patient accepta nce in clinical studies 
skin, hair, or fabrics. Diiodohydroxyquin may be absorbed through the skin and interfere 
with thyroid function tests. If such tests are contemplated, wait at least one month after "i 
discontinuance of pagel to perform these tests. The ferric chloride test for phenyl- 
ketonuria (PKU) can yield a false positive result if diiodohydroxyquin is present in the : 
diaper or urine. Acne Cleansing Bar 
Prolonged use may result in Map Res of nonsusceptible organisms requiring appropriate j 1 
therapy. Keep out of the reach of children. e contains drying agents —sulfur and 
Adverse Reactions: The Viet adverse reactions have been reported with topical licvli id 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, salicylic aci 
dryness, folliculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform Pur , 
eruption, and hypopigmentation. dco * unscented, nonirritating, soap-free 
Dosage and Administration: Apply to affected areas 3 or 4 times daily in accordance 
with physician's directions. D pH compatible with the skin 
| How Supplied: Tubes, 1 02. 
P Caution: Federal law prohibits dispensing without prescription. ! 
Available at pharmacies 
SUBSIDIARY OF 
4 For Patient Starters Call Toll-Free (800) 523-6674 Riker Laboratories, Inc. 
Wy NORTHRIDGE, CALIFORNIA 81324 COITIPANY 





Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 *Data on file, Medical Department, Riker Laboratories, Inc. 


After 7 years anal millions of 
atients successfully 
reated... 


We are pleased to intro duce 
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goncentration cess Ng Ce at 
Oftretinoin.. oo ES 
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cant clinical 

improve- 

ment in 91% 

af patients i ee 
and discontinuance due to 
side effects of only 1.5%. 


We call it THE BASIC ONE 
because it can be used to 
control almost every case of 
acne for as long as acne lasts. 
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TO CONTROL ALMOST EVERY CASE OF ACNE FOR AS LONG AS ACNE LASTS. 


Highly effective therapy for acne vulgaris An incidence of erythema, irritation and 
grades I, II, III." Tested on difficult-to-clear peeling so low that discontinuance 

grades II and III acne, 91% of the 127 patients who was rarely a problem. Only 1.5% of the original 
completed the study showed number of patients studied (2 of 
significant clinical improve- | | 137 original patients in the study) 
ment at 11 weeks. | discontinued therapy because 


Lesion counts of irritation, drying or peeling. 


significantly reduced. At no time were there reports of 






* On the final visit of the study, at | pigmentary changes or systemic 
11 weeks, a 6896 reduction in | 3 = toxicity. 
-pustules a 66% reduction 2 > — Urs *Primarilv grades I, Il, and IHI in which comedones, papules 
: : / and pustules predominate. It is not effective in most cases of 
in papules and a 71% reduction | severe pustular and deep cystic nodular varieties ( acne con- 
; ! globata). 
in comedones was observ ed. *Of 137 patients who began therapy, 2 discontinued therapy 
because of side effects and 8 were lost to follow-up. 
100 Visit 1 2 3 4 See last page for prescribing information. 
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Achoiceof 
dosage forms and 
strengths to meet 
specific patient needs. 


Gel For severe acne and for starter 
therapy in oily and dark skin. 
0.02596 


Cream For mild acne and for use on 
dry and fair skin. 
0.0596 


Higher strength as a titration 
Cr CaIN alternative to the 0.05% 


0.196 Cream. 


JR ARE 


S b For aggressive treatment of 
Wad severe acne, particularly in pa- 
0.05% _ tients with dark complexions. 


^ z : For large areas such as the 
Retin- Liquid back and for severe acne; par- 


O ticularly useful in dark com- 
0.05 76 plexions. 


AND THE BASIC ONE. 


Retin-Aoo1% 
tretinoin GEL 


BY PRESCRIPTION ONLY 15 G. TUBE 





- TO CONTROL ALMOST EVERY 
CASE OF ACNE FOR AS LONG 
AS ACNE LASTS. 





Before prescribing, please consult com- 
plete product information, a summary of 


d 


which follows: 4 
Indications: RETIN-A is indicated for topical 
application in the treatment of acne vul- , 


garis, primarily grades I, II, and III in which 

comedones, papules, and pustules pre- 

dominate. It is not effective in most cases of 

severe pustular and deep cystic nodular 

varieties (acne conglobata). 

Contraindications: Use of the product 

should be discontinued if hypersensitivity 

to any of the ingredients is noted. 

Warnings: Recent studies in hairless albino 

mice suggest that tretinoin may accelerate 

the tumorigenic potential of ultraviolet 

radiation. Although the significance to man 

is not clear, patients should avoid or 

minimize exposure to sun. Concomitant 

topical medication should be used with cau- 

tion because of possible interaction with 

tretinoin. Particular caution should be exer- 

cised in using preparations containing peel- 

ing agents (such as sulfur, resorcinol, ben- 

zoyl peroxide, or salicylic acid) with 

RETIN-A. It also is advisable to "rest" a pa- e 

tient's skin until the effects of peeling agents 

subside before use of RETIN-A is begun. 

Exposure to sunlight, including sunlamps, 

should be minimized during the use of 

RETIN-A and patients with sunburn should 

be advised not to use the product until fully 

recovered because of des ee suscepti- 

bilitv to sunlight as a result of the use of 

tretinoin. Patients who may be required to 

have considerable sun exposure due to oc- 

cupation and those with inherent sensitivity 

to the sun should exercise particular cau- 

tion. Use of sunscreen products and protec- 

tive clothing over treated areas may be pru- 

dent when exposure cannot be avoided. 

Other weather extremes, such as wind or 

cold, also may be irritating to patients under 

treatment with tretinoin. RETIN-A should be A 

kept away from the eyes, the mouth, angles 

of the nose, and mucous membranes. Top- 

ical use may induce severe local erythema 

and peeling at the site of application. If the 

degree of local irritation warrants, patients 

should be directed to use the medication 

less frequently, discontinue use temporar- 

ilv, or discontinue use altogether. Tretinoin 

has been reported to cause severe irritation 

on eczematous skin and should be used 

with utmost caution in patients with this 

condition. 

Precautions: Medicated or abrasive soaps 

and cleansers, soaps and cosmetics that 

have a strong drying effect, and products 

with high concentrations of alcohol, astrin- 

gents, spices, or lime should be used with 

caution because of possible interaction with 

tretinoin. If medication is applied exces- 

sivelv, no more rapid or better results will 

be obtained and marked redness, peeling, 

or discomfort may occur. 

How Supplied: RETIN-A Brand tretinoin is 

supplied as: ° 

1. A 0.025% Gel in tubes of 15 grams and 45 
grams, and 0.01% Gel in tubes of 15 grams. 

2. A 0.1% Cream in tubes of 20 grams and 
0.05% Cream in tubes of 20 grams and 45 
grams. 

3. A 0.05% Liquid in amber bottles contain- 
ing 28 ml. 

4. Foil-covered Swabs saturated with the 
0.0596 liquid, in boxes of 30. 
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Mycosis Fungoides With 


Underlying Epidermoid Cysts 


Laura A. King, MD; Ronald J. Barr, MD; Helen R. Gottschalk, MD 


The cause of epidermoid cysts is 
disputed, and many mechanisms 
have been proposed.'* One generally 
accepted theory is mechanical obstruc- 
tion of the follicle such as seen in 
milia, acne cysts, and rarely in asso- 
ciation with neoplasms, particularly 
nevocellular nevi.’ Multiple epider- 
moid cysts of the face and scalp devel- 
oped in a patient with mycosis 
fungoides. Histological examination 
exhibited extensive involvement of 
the hair follicles with dilation and cyst 
formation. Although this is an unusual 
phenomenon, its recognition is impor- 
tant since plaque-stage mycosis fun- 
goides overlying epidermoid cysts 
may clinically mimic the tumor stage 
of the disease. The clinical picture 
may become even more deceptive 
since these cystic lesions would not be 
expected to respond to conventional 
therapy for mycosis fungoides. 


Report of a Case 


A 53-year-old man was admitted with 
the complaint of intense pruritus for two 
months. Twelve years before he had noted 
a patch of alopecia that slowly progressed. 
Five years prior to admission, alopecia 
developed on his face, and within the last 
year several nodules appeared on both his 
scalp and face. 

At the time of admission the scalp, 
cheek, neck, and forehead were covered 
with boggy, purplish, scaling plaques (Fig 
1). Under these were multiple 0.2- to 2.0-cm 
white, compressible, subcutaneous nodules. 
Many irregularly shaped, crusted, indu- 
rated plaques were also present on the 
trunk and extremities. 

Three 4-mm punch biopsy specimens 
from the face, scalp, and back exhibited 
typical features of mycosis fungoides, in 
both plaque and tumor stages. Numerous 
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hair follicles showed changes of alopecia 
mucinosa, but others were dilated and 
contained cellular and keratinous debris. 
The pilary outer root sheaths of these 
follicles were extensively infiltrated with 
lymphocytes, histiocytes, eosinophils, and 
small hyperchromatic cells with cerebri- 
form nuclei. Of particular interest was a 
biopsy specimen from the scalp that exhib- 
ited scattered foci of mycosis fungoides 
overlying a stratified squamous epithe- 
lium-lined cyst (Fig 2). In many foci, the 
same atypical infiltrate involved the cyst 
wall with formation of Pautrier’s microab- 
scesses (Fig 3). 


Comment 


The association of mycosis fun- 
goides with alopecia mucinosa (follicu- 
lar mucinosis) is well known, and folli- 
cles involved with alopecia mucinosa 
may occasionally become distended. 
Although it is possible that cyst 
formation may be related to alopecia 
mucinosa, the characteristic features 
of alopecia mucinosa were not identi- 
fied in multiple sections from our 
patient’s cyst wall. This phenomenon 
may be more common than generally 
appreciated, since cysts in patients 
with mycosis fungoides may be clini- 
cally confused with the tumor stage of 
the disease. In the past year, an addi- 
tional patient has been seen with 
mycosis fungoides overlying an epi- 
dermoid cyst. The patient had Séza- 
ry's syndrome, and an epidermoid cyst 
on the left ala nasi developed concur- 
rently with exfoliative dermatitis. 

Although other causes cannot be 
ruled out, it is speculated that mycosis 
fungoides caused the formation of 
epidermoid cysts by involving and 
thereby mechanically obstructing the 
follicular orifice. It is not surprising 
that these cysts occurred on the face 
and scalp, where the greatest number 
of hair follicles is found. 

Steven Gammer, MD, referred the patient with 
Sézary's syndrome. James H. Graham, MD, 


provided histologic consultation on both pa- 
tients. 









te. 


Fig 1.—Boggy purplish plaques 

on face and scalp with underly- -< 
ing white subcutaneous nodules 
representing epidermoid cysts. 


Fig 2.—Low-power view of epidermoid cyst 
with surrounding atypical cellular infiltrate 
that focally involves cyst wall (hematoxy- 
lin-eosin, original magnification x 100). 


Fig 3.—High-power view of Fig 2 showing 
characteristic cerebriform mononuclear 
cells in clusters within cyst wall (hematox- 
ylin-eosin, original magnification x 200). 
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Generalized Connective Tissue Nevi and 


Ichthyosis in Down's Syndrome 


Anna V. Kopec, MD, Norman Levine, MD 


The first description of a localized 

connective tissue nevus with a 
decreased amount of elastic tissue is 
credited to Lewandowsky in 1921. 
Various authors designated these 
localized hamartomas as nevus anelas- 
tieus according to the histologic pres- 
entation of the nevus. Sachs' reported 
a generalized process that developed 
after furunculosis and Loewenthal 
described a case in which the lesions 
became generalized over a ten-year 
period. We report a case of general- 
ized connective tissue nevi with a 
decrease in elastic tissue in a patient 
with Down's syndrome. 


Report of a Case 


A 47-year-old man who had Down's 
syndrome was admitted to Bronx Munici- 
pal Medical Center, New York, for treat- 
ment of sepsis. His family related a history 
of crops of boils that appeared approxi- 
mately ten years ago. After draining a 
whitish material, there were residual 
nodules. Simultaneously, a "mossy appear- 
ance" of the skin occurred at the periphery 
of the nodules. There was no family history 
of a similar eruption. 

Physieal examination showed hundreds 
of discrete, smooth, ivory-colored nodules 
that varied in diameter from 0.5 to 1.5 em 
(Fig 1 and 2). They were symmetrically 
distributed in a cobblestone-like pattern on 
the neck, chest, back, abdomen, buttocks, 
groin, upper part of the arms, and thighs. 
Some of these nodules were round, while 
others were pseudopodial (Fig 2), and they 
had the tendency to coalesce at the site of 
surgical scars. The nodules were firmer 
than the surrounding skin and were freely 
movable. In addition to the nodules, a 
generalized verrucous hyperkeratotic pro- 
cess was present that involved the flexural 
areas of the extremities, trunk, and face. 
Over uninvolved areas of the extremities 
there was fine scale with no underlying 
inflammation. The patient had a rapid 
downhill hospital course and he died of 
sepsis. No autopsy was performed. 

À histologic examination was performed 
on a skin specimen that included both a 
dermal nodule and adjacent hyperkeratotic 
skin. Figure 3 shows hyperkeratosis, mini- 
mal papillomatosis, the absence of a granu- 
lar layer, and epidermal atrophy. The 
thickened dermis contained normal- 
appearing connective tissue without ad- 
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nexa. There was a sparse round cell peri- 
vascular infiltrate in the upper corium. An 
elastic tissue stain showed a marked 
decrease in the amount of dermal elastic 
tissue. A specimen treated with Masson’s 
trichrome stain showed an_ increased 
amount of collagen. 


Comment 


Connective tissue nevus is consid- 
ered a hamartoma that may exist 
without any associated pathologic con- 
dition. To date there have been 
approximately 60 reported cases. 
Some investigators emphasized the 
increase in collagen while others have 
noted variations in elastic tissue. 
Attempts to categorize these lesions 
by determination of the preponderant 
tissue type have been unsuccessful. It 
is apparent that variations in histo- 
logic composition occur not only in 
different patients, but also in differ- 
ent lesions from the same patient, and 
even within an individual lesion.^? 

Many theories have been proposed 
to explain this hamartomatous prolif- 
eration of connective tissue.’ Recent 
studies by Musso’ indicate that elastic 
tissue is formed from precursor 
tropoelastin that is present in fibro- 
blasts. He speculates that there may 
be different types of fibroblasts in 
areas that are involved in a connective 
tissue nevus, or that fibroblasts are 





Fig 1.—Multiple cobblestone-like nodules 
on chest. Note lesions occurring in thora- 
cotomy scar and hyperkeratotic skin in 
areas without nodules. 
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altered by unknown environmental 
factors that influence their metabol- 
ism and produce varied effects. Of 
interest is the report of Sachs' that 
describes a connective tissue nevus 


Fig 2.—Close-up view of nodule and hyper- 
keratotic skin. 





Fig 3.—Biopsy specimen showing hyper- 
keratosis, absence of granular layer, and 
epidermal atrophy. Note sparse perivascu- 
lar infiltrate and normal-appearing con- 
nective tissue in thickened dermis without 
adnexa (hematoxylin-eosin, original mag- 
nification x 40). 
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developing after furunculosis. Our 
patient's antecedent furunculosis may 
have modified the immediate environ- 
ment of the fibroblast, thereby alter- 
ing the formation of elastic tissue. 
Perhaps the patient had a nevus 
diathesis whereby his fibroblasts were 
metabolically altered to respond in 
this fashion. 

The hyperkeratotic skin that was 
noted in this ease represents a sepa- 
rate pathologic process, although it 
does occur sparsely over several of the 
dermal nodules (Fig 1). Clinically it 
resembled ichthyosis vulgaris or x- 
linked ichthyosis, but features of each 
of these disorders are missing in our 
patient. In this man, onset occurred 
when he was in his 20s. There was no 
family history of a male sibling, so an 
inheritance pattern was diffieult to 
establish. In ichthyosis vulgaris, onset 
is early in life and family history is 
often positive. Lesions characteristi- 
cally spare flexural creases; scales are 


Psoriasis Overlying an Epidermal Nevus 


Edward E. Bondi, MD 


I 1971, Altman and Mehregan' and 

Kaidbey and Kurban? established 
inflammatory linear verrucose epider- 
mal nevus (ILV EN) as a distinct clini- 
cal entity. Since that time, ILVEN has 
become recognized as a frequent cause 
of linear psoriasiform eruption. It has 
been suggested that previous cases 
that were reported as linear psoriasis 
and as psoriasis overlying an epider- 
mal nevus were, in fact, misinter- 
preted cases of ILVEN. 

‘This ease illustrates the potential 
complexity of diagnosing a linear 
psoriasiform eruption and it estab- 
lishes psoriasis superimposed on an 
epidermal nevus as a distinct clinical 
entity. 


Report of a Case 


A 1-year-old infant had an inflammatory 
linear skin eruption on the right upper 
portion of his back and extending down the 
right arm (Fig 1). A light brown plaque had 
been noted in the axilla at birth. This lesion 
remained unchanged until the age of 6 
months, when a psoriasiform scaling 
plaque developed over the axillary lesion 
and later extended down the arm and over 

the back. A biopsy specimen from the edge 
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finer, branny, and white; and the 
condition improves with age. The 
palms and soles of the patient were 
hyperkeratotic and the histologic evi- 
dence of hyperkeratosis and decreased 
granular layer was suggestive of 
ichthyosis vulgaris. The thick, dirty- 
brown scale resembles x-linked ich- 
thyosis. According to Esterly* the 
lesions spare the palms and soles but 
may involve the flexural creases, and 
the condition worsens with age. The 
exact classification of the hyperkera- 
totic process remains conjectural. 

In a series of 214 patients with 
Down’s syndrome, Carter and Jegaso- 
thy’ reported no patients with connec- 
tive tissue nevi or with ichthyosis. An 
earlier review by Kersting and Rapa- 
port* fails to mention connective 
tissue nevi but noted that two of 232 
patients with Down's syndrome had 
ichthyosis vulgaris with hyperkeratot- 
ic fish-like scale without involvement 
of the palms, soles, and face. It 


of this lesion showed the histologic find- 
ings of psoriasis. 

Topical application of a 0.576 fluocinonide 
ointment twice daily relieved the pruritus 
and totally cleared the linear psoriatic 
lesions (Fig 2). On resolution of the lesions, 
a residual salmon-colored verrucose plaque 
was observed in the axilla (Fig 3). A biopsy 
specimen of this lesion showed the histo- 
logic findings of ichthyosis hystrix. At 2 
years of age, the patient was seen again 
with more generalized psoriasis on his 
abdomen, scalp, back, and both extremi- 
ties. 


Comment 


On the basis of the clinical appear- 
ance, only pure linear psoriasis (ie, 
psoriasis appearing in a linear distri- 
bution with no underlying lesion), 
ILVEN, and psoriasis superimposed 
on an epidermal nevus were seriously 
considered as diagnostic possibilities. 

Although I have never observed 
such a case, pure linear psoriasis has 
been reported.;* When treatment 
with fluocinonide showed the underly- 
ing linear nevus, it became clear that 
this case was more complicated than 
simple psoriasis. 

Most dermatologists who viewed 
this case, including myself, favored 
the diagnosis of ILVEN on initial 
evaluation. The patient's gender, his 
lack of pruritus, and the dramatic 
response to topically applied steroids 
were all atypical findings of ILVEN 
as described by Altman and Mehre- 
gan.! 


appears that our patient's cutaneous 
abnormalities occurred independently 
of Down’s syndrome. 
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The correct diagnosis of psoriasis 
superimposed on an epidermal ne- 
vus** was indicated when the pre- 
treatment biopsy specimen from the 





Fig 1.—Psoriatic plaque spreading over 
right upper portion of back, through axilla, 
and in patchy linear distribution down right 
arm. 
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Fig 2.—Resolved area of psoriasis; only 
mild erythema persists. 


edge of the lesion showed psoriasis, 
and the posttreatment biopsy speci- 
men of the underlying axillary lesion 
showed an epidermal nevus. The dual 
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Fig 3.—Residual salmon-colored verru- 
cose plaque in right axilla. 


nature of the disease was unequivocal- 
ly established one year later when 
generalized psoriasis developed in this 
patient. 





This case clearly illustrates the 
potential difficulties in the diagnosis 
of a linear psoriasiform eruption. 
Psoriasis that is superimposed on an 
epidermal nevus should be recognized 
as a distinct clinical entity and not as 
a misinterpreted case of ILVEN. 


Nonproprietary Name and 
Trademark of Drug 


Fluocinonide—Lidex, Topsyn. 
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Epidermal Nevus With Cutaneous Endocrinal Associations 


S. A. Abou Zeid, MB, BCh, DVD, DM, MD; S. A. Khalik MB, BCh, DM, MD; A. M. Meheesen, MB, BCh, DVD, DM, MD; 
A. H. El-Beheiry, MB, BCh, DVD, DM, MD; M. Nabih Salama, MB, BCh, DM, MD 


n 1968, Solomon and his associates’ 

reported a high incidence of con- 
genital skeletal and CNS abnormali- 
ties in patients with epidermal nevi. 
They proposed the term “epidermal 
nevus syndrome" for cases combining 
these features with cutaneous heman- 
giomas, multiple nevus cell nevi, cafe- 
au-lait spots, and other pigmentary 
changes. 

In a comprehensive review of these 
cases, Dimond and Amon? stated that 
simultaneously occurring but unre- 
lated tumors can develop in patients 
with epidermal nevi without any 
causal interrelationship. 

We report an interesting case of a 
verrucose epidermal nevus with a 
pituitary tumor and other cutaneous 
endocrinal features. 


Report of a Case 


A 44-year-old man, married but with no 
children, sought medical advice for declin- 
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ing libido and sexual potency with persist- 
ent headache over the last eight years. 
Clinical examination revealed several euta- 
neous and systemic abnormalities, all pres- 
ent since shortly after birth. There was no 
family history of similar lesions. 

Cutaneous changes included an epider- 
mal verrucose nevus on the left thigh, just 
below the inguinal fold, with typical histo- 
pathologie features; extensive plane wart- 
like lesions on the upper and lower extrem- 
ities, with dispersed lesions on the trunk 
showing histopathologie features consist- 
ent with acrokeratosis verruciformis; and 
punetate keratoderma palmaris et planta- 
ris. Other changes were skin-colored papil- 
lomas in the axillae, skin tags on the neck, 
and seven cafe-au-lait spots on the trunk. 
There were no neurofibromas, but several 
spots with hyperpigmentation of undeter- 
mined nature were on the forehead, cheeks, 
and glans penis. 

Physical examination revealed an en- 
larged thyroid gland with clinical evidence 
of hypothyroidism, moderate gynecomas- 
tia, reduced axillary and body hair, femi- 
nine distribution of the pubic hair, normal 
mustache and beard, normally developed 
external genitals, and apparently normal 
testicles, 

Ophthalmologic examination and evalua- 
tion showed diminished visual acuity, 


contracted fields, and pallor of the optic 
discs on both sides. 

Skull roentgenograms suggested the 
diagnosis of a pituitary tumor, possibly a 
chromophobe adenoma. . 

Laboratory studies disclosed the follow- 
ing values: complete blood cell count (CBC) 
and urinalysis, normal; basal metabolic 
rate (BMR), —30%; protein-bound iodine 
(PBI), L5 ug/dL; radioactive iodine uptake, 
7.9% after two hours and 14.2% after 24 
hours; serum cholesterol, 300 mg/dL; fast- 
ing blood glucose, 80 mg/dL; serum sodi- 
um, 134 mEq/L; serum potassium, 3.5 
mEq/L; serum 1l-oxogenated steroids, 15 
ug/dL. Semen picture was not evaluated 
because the patient failed to provide a 
sample. 

The testicular biopsy specimen showed 
arrested spermatogenesis at the spermato- 
cyte stage with premature sloughing of 
cells into the tubular lumen. The Czerniak 
spermatogenic activity test* showed defec- 
tive spermatogenic function. Pituitary 
funetion tests were unavailable; the ECG 
was normal. 


Comment 


The case reported combines an 
epidermal nevus with a pituitary 
tumor, possibly a chromophobe adeno- 
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ma, a primary nontoxic goiter, postpu- 
beral hypogonadism, and several euta- 
neous changes. The epidermal nevus 
was small and localized, as compared 
with the extensive epidermal nevi in 
the cases of Solomon et al.’ The cafe- 
au-lait spots and other pigmentary 
changes were shared by other cases 
previously reported, yet the remain- 
ing skin manifestations and all of the 
endocrine features are apparently 
reported for the first time. Of particu- 
lar interest are the lesions of acroker- 
atosis verruciformis, and here the 


question of whether its occurrence is 
merely fortuitous is raised. 

It is remarkable that all of the skin 
changes had been present since early 
childhood, while the pituitary tumor 
and other systemic associations only 
became apparent in the fourth decade. 
This would support the view that 
patients with epidermal nevi should 
be followed up into adult life for the 
early detection of systemic disease. 
One may speculate that extensive 
epidermal nevi, or small localized 
epidermal nevi with widespread cuta- 


Melanoma in Africans 


A Clinical Appraisal 


Mba Onwukwe, MD 


ix cases of melanoma were seen at 

our Institute in Nigeria from 
December 1974 to May 1977. At the 
time of first consultation, all the 
patients were middle-aged or past 
middle age. For none of the patients 
was the exact time at onset of the 
melanoma certain, but the patients 
started experiencing symptoms 
(pains, ulceration, and abnormal 
growth) six to 18 months before their 
first visits to our hospital. 


Report of Cases 


The study comprised four male patients 
and two female, four of whom had melano- 
ma of the sole of the foot. Of the remaining 
two, one had subungual melanoma of the 
big toe and one had intraocular melanoma 
of the right eye. On the sole, the melanoma 
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Fig 1.—Melanoma of left foot located at 
junction of instep with heel. Melanoma 
displayed assorted colors. 
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tended to be located within the proximal 
two thirds of the foot (Fig 1) and displayed 
assorted colors, depending partly on the 
depth in the skin of the melanotie cells.’ 
The patient with subungual melanoma had 
an unusual punctate and blotchy macular 
hypopigmentation with associated dry and 
rough skin of both legs, more pronounced 
on the shins (Fig 2), which, as learned by 
history, had started around the same time 
the melanoma was first noticed. 


Comment 


Melanoma is a relatively rare skin 
condition in Africa, but, from our 





Fig 2.—Subungual melanoma of left big 
toe. Note hypopigmentary changes of both 
legs. 


neous abnormalities, as in this case, 
might serve as potential indicators for 
the possible development of systemic 
manifestations in later life. 
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experience at the Institute, it is the 
most common primary skin cancer 
among the Africans. Epitheliomata, 
on the other hand, are quite common 
among the African albinos. However, 
contrary to what would be expected 
considering the association of sunlight 
exposure to the development of mela- 
noma?* and the predilection of mela- 
noma for the sparsely pigmented 
areas of the body in Africans,^* mela- 
noma rarely develops in the African 
albinos. None of the six patients 
reported on above was an albino. 

Although our series was rather 
small and any conclusions therefrom 
should be guarded, the following 
conclusions are of interest: (1) There 
was a predominance of male patients. 
(2) The ratio of affected left feet to 
right feet was 4:1. (3) There was high 
mortality, which consisted of patients 
dying within one year of their first 
consultation in our hospital. (4) There 
were coincidental or resultant abnor- 
mal pigmentary changes on the shins 
of the patient with subungual melano- 
ma. Finally, the above report dictates 
that, more so in blacks than in other 
races with lighter skin colors, the foot 
has to be examined in its entirety for 
possible melanoma whenever there is 
an excisable swelling or lesion on any 
part of a lower limb. 
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Giant Pedunculated Seborrheic Keratosis 


Rudolf L. Baer, MD 


Seborrheic warts, usually referred to 

now as seborrheic keratoses, are 
rarely discussed, even though they are 
among the most common benign cuta- 
neous tumors observed in man. Ac- 
cording to Freudenthal and Spitzer,’ 
seborrheic warts were described as 
early as 1869 by Neumann, who called 
them “senile” warts.’ Although al- 
ready widely used, the term “seb- 
orrheic warts” was first mentioned in 
the literature by Barthelémy? in 1896. 
Freudenthal and Spitzer reported that 
these usually flat and sessile, warts 
could also be mushroom-like and 
pendulous, and Siemens‘ and Pollitz- 
er’ emphasized that they could become 
very large. 

We describe here a patient with a 
seborrheic keratosis of the pendulous 
mushroom-like variety, the most unu- 
sual one in our experience of this 
common tumor. 


Report of a Case 


A brownish lesion began to develop 
above the right inguinal region of a 75- 
year-old woman approximately 40 years 
ago. The lesion, over a period of many 
years, gradually became larger, and even- 
tually formed a pendulous mass. It stopped 
growing several years ago. 

Examination revealed a firm, yellow- 
brown pendulous mass, measuring 5.5 x 
3.5 em, situated on the right side of the 
lower part of the abdomen, about 2.5 cm 
above the inguinal fold. Its surface was 
rough, keratotic, corrugated, and irregular 
(Fig 1), and it was attached to a very short 
stalk, 8 mm in diameter. There was a flat, 
keratotic, brownish lesion about 6 x 4mm, 
suggestive of a seborrheic keratosis, in the 
skin adjacent to this stalk. The remainder 
of the cutaneous surface and accessible 
mucous membranes appeared normal, ex- 
cept for a few small seborrheic keratoses 
on the back. Other than having congestive 
heart disease, the patient was in good 
health. 

The clinical diagnosis of an unusually 
large skin tag, covered by massive 
seborrheic keratoses, was entertained be- 
cause of the keratotic surface and the color 
of the lesion, its pendulous nature, and the 
presence of seborrheic keratoses elsewhere 
on the patient’s skin. 

The lesion was removed by scalpel while 
the patient was under local anesthesia with 
lidocaine (Xylocaine); slight bleeding at the 
base was stopped by electrodesiccation. 

The specimen was fixed in formaldehyde 
solution, bisected (Fig 2), and cut in full- 
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Fig 1.—Pendulous mass 5.5 x 3.5 cm 
above right inguinal region. 


size sections on a special mierotome. Micro- 
scopic examination showed epidermal hy- 
perplasia with horn pseudocysts, inter- 
weaving of the rete, and nuclei of uniform 
size and shape (Fig 3). The histologic diag- 
nosis was seborrheic keratosis, gargan- 
tuan. 


Comment 


According to the US National 
Health and Nutrition Examination 
Survey 1971-73, about 23 million 
persons in the United States have 
seborrheic keratoses. The percentage 
of those affected is higher in the older 
age groups, namely 18% in persons 55 
to 64 years of age and 20% in persons 
65 to 74 years of age.» Men and women 
are affected equally. Seborrheic kera- 
toses have been considered to be a 
nevoid anomaly, and when they occur 
in profuse form an autosomal domi- 
nant mode of inheritance has been 
proposed. However, although obvious- 
ly among the most common cutaneous 
tumors in man, practically no ad- 
vances have been made in understand- 
ing their nature since they were first 
described in 1869. One widely used 
textbook of dermatology states “it is 
the most satisfying skin tumor to 
treat," while another* mentions its 
existence only as a point in differen- 
tial diagnosis of actinic keratoses! 

One may suspect that the benign 
neglect that seborrheic keratoses have 
suffered in the literature and in 





Fig 2.—Bisected specimen after formalde- 
hyde solution fixation of giant seborrheic 
keratosis. 





Fig 3.—Histologic appearance of lesion. 
There is epidermal hyperplasia with horn 
pseudocysts, interweaving of rete, and 
nuclei of uniform size and shape (hematox- 
ylin-eosin, original magnification x 1.36). 


dermatologic investigations could well 
stem from their very common occur- 
rence (familiarity breeds contempt!) 
and their almost invariably benign 
nature. 


Ed Heilman, MD, and A. Bernard Ackerman, 
MD, provided histopathologic assistance.  * 
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Contact Urticaria due to Sensitivity to Spray Starch 


x 


Capt William R. McDaniel, MC, USAF, Maj James G. Marks, Jr, MC, USAF 


()ecasionalty, agents that are applied 

to the skin produce an immediate 
wheal-and-flare reaction rather than 
the usual delayed-type hypersensitivi- 
ty dermatitis. Open tests that are 
observed for 30 minutes detect the 
urticarial reaction, whereas standard 
closed patch tests that are removed 
after 48 hours are negative. In this 
article, we report contact urticaria due 
to sensitivity to formaldehyde and 
terpinyl acetate, which are found in a 
commercial spray starch. 


Report of a Case 


A 20-year-old woman had a one-year 
history of pruritus and hives that occurred 
within minutes of wearing spray-starched 
clothes. New "wash-and-wear" clothes pro- 
duced similar symptoms, but washed, 
unstarched clothes were worn without 
difficulty. Personal and family histories 
were negative for atopy. Open tests were 
applied at different times to her forearm 
and back with the commercial spray starch 
and its ingredients (Table). Within 15 
minutes, urticaria was observed resulting 
from the spray starch, formaldehyde, and 
perfume. Further testing with 34 undiluted 
coded ingredients of the perfume produced 
hives that were due to one substance, later 
identified as terpinyl acetate (tested undi- 
luted), which was present in the perfume in 
a 0.25% concentration. The perfume and 
terpinyl acetate were formaldehyde-free, 
according to the manufacturer. A dozen 
control subjects had negative open test 
results to formaldehyde and terpinyl 
acetate. The patient had negative results 
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Open Test Results of Spray 
Starch and Its Ingredients 


Spray starch, undiluted 

Corn starch 

Boric acid 

Silicone antifoam 

Silicone emulsion 

Polyethylene glycol 

Sodium @-pheny! phenate 

Sodium borate 

Perfume mixture, undiluted? 

Formaldehyde, 2% in 
petrolatum 





*Wheal-and-flare reaction after 15 minutes. 
1Terpinyl acetate plus 33 other ingredients. 


of closed patch tests, after 48 hours, to the 
spray starch and a preparation of 2% 
formaldehyde in petrolatum. The North 
American Contact Dermatitis Group stan- 
dard test series was not done. 


Comment 


Contact urticaria syndrome is an 
uncommon immediate reaction to 
chemicals that are applied to intact 
skin. It ean occur as urticaria, urtica- 
ria and asthma, or urticaria and 
anaphylactoid reaction. The patho- 
genesis of contact urticaria is divided 
into three major types, which are 
immune, nonimmune, and uncertain 
mechanism.'* Allergic contact urtica- 
ria is a type 1 immunologic reaction; it 
occurs rarely, is antigen specific, and 
can be passively transferred. Nonim- 
mune contact urticaria is the form of 
reaction that occurs in most subjects 
and it involves the nonspecific release 
of histamine or other vasoactive 
substances. Finally, certain chemicals 
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such as ammonium peroxydisulfate 
have unknown mechanisms of action. 
Although passive transfer testing was 
not done, our patient’s contact urtica- 
ria was probably due to an immuno- 
logic mechanism, since the control 
subjects had no reaction. Formalde- 
hyde is a preservative and fixative 
that frequently causes allergic contact 
dermatitis. It has been reported to 
cause contact urticaria in a leather 
industry worker? Terpinyl acetate 
(paramenthenyl acetate) is a deriva- 
tive of terpineol, which is widely used 
in the fragrance and artificial flavor- 
ing industries. It is commonly found 
in products with “woody” or citrus 
fragrances. No contact dermatitis 
reactions were seen with the maximi- 
zation test and this chemical is not 
included in the Research Institute for 
Fragrance Materials test series.** We 
were unaware of contact urticaria 
resulting from this chemical until 
testing this patient. This case is 
unusual in that our subject had 
contact urticaria as a reaction to 
multiple ingredients of a commonly 
used spray starch. 
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6/22/72 — Prior physical 
examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
topical applications 

of Efudex (fluorouracil) 
596 Cream. 
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7/27/72—During the 
month following initiatio 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


9/14/72 —The patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 
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Efude 


Efudex (fluorouracil 


offers a predictable sequence 
of therapeutic response 


E Efudex provides a cosmetically satisfying alternative 
to conventional therapy. Incidence of scarring is low, of par- 
ticular importance when treating multiple facial lesions. 

W Efudex therapy is convenient, effective and has shown 
a high degree of safety. .. systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 


5% STRENGTH INDICATED 
FOR SUPERFICIAL 
BASAL CELL CARCINOMA 


Management of superficial basal cell 
carcinoma is often complicated by mul- 
tiple lesions which may extend over 
large areas of the body. Conventional 
treatments such as surgical or radiation 
therapy are still preferred for single 


Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conven- 
tional methods are impractical, such as with multiple le- 
sions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in 
other types of basal cell carcinomas. Conventional tech- 
niques preferred for isolated, easily accessible lesions, as 
success rate is nearly 100%. Success rate with Efudex is 
about 93%. 

Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: If occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 


® 


5% Cream, 2%and 
5% Solutions 





fluorouracil/Roche 


THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 


lesions or those in easily accessible 
locations. However, topical chemo- 
therapy with Efudex (fluorouracil) 5% 
can be used for the treatment of multiple 
superficial lesions as well as for difficult 
treatment sites. Although during treat- 
ment with Efudex the lesions and some 
of the surrounding skin may become in- 
flamed and blistered temporarily, final 
results are cosmetically gratifying. 


longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 
Precautions: If applied with fingers, wash hands im- 
mediately. Apply with care near eyes, nose and mouth. 
Solar keratoses failing to respond should be biopsied. Warn 
patients that treated area may be unsightly during therapy 
and sometimes for several weeks after, Perform follow-up 
biopsies in superficial basal cell carcinoma. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness, tenderness, suppuration, 
scaling and swelling. Also reported—insomnia, stomatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 
"o ra and eosinophilia 

osage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration. 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas —apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice daily. Continue 
treatment for at least 3 to 6 weeks, but possibly as long as 
10 to 12. 
How Supplied: Solution, 10-ml drop dispensers containing 
296 Or 596 fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 596 fluorouracil in a vanishing 
cream base. 
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Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 
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preferred form 
for many dry 





or excoriated 





lesions. 





Lidex*-E offers the long-established potency 

of fluocinonide in a soothing emollient cream 
base. Because it is less drying than a cream and 
has the lubricating qualities of an ointment, it is 
especially useful in both inflamed, excoriated 
lesions and dry lesions with moderate scaling. It is 
indicated in such steroid-responsive dermatoses 
as nummular dermatitis, lichen simplex chronicus, 
and atopic eczema with flexural lichenification. 


Also preferred when the cosmetic 
quality is a concern. 

Lidex-E is also a preferred topical steroid in 
lesions involving areas where cosmetic appear- , 
ance is important to the patient. The Lidex-E 
base vanishes readily into the skin and is 
non-greasy and water-washable, making it 
cosmetically acceptable to patients. It may be 
used in the difficult-to-treat intertriginous areas 
and flexural creases. 

See following page for summary of prescribing information. 


Lidex-E—whenever potency is needed and a soothing, 
cosmetically acceptable topical steroid is indicated. 
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Lidex-E 
(fluocinonide) 
Cream OOS% 


Prescribing Information 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 5a, 9-difluoro-418, 16a, 17, 21-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 
21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 
indications Inflammatory manifestations 
of corticosteroid-responsive dermatoses. 
Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 

Precautions If irritation develops, discontin- 


ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX®-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 

- corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 


Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 


How Supplied LIDEX-E cream 0.05% — 15g.. 
30g. and 60g. tubes 
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. . .If you're looking 
for a new practice opportunity 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specilization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 
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. . .or looking for a 
physician to fill a position 


The new AMA Physician Placement 
Register lists over 4,000 physicians 
seeking new practice opportunities. 
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dexes facilitate finding suitable can- 
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Letters will be published as space permits and at the discretion of the editor. They 
must be typewritten, double-spaced, with not more than five references and two 
figures in duplicate; they should not exceed 500 words in length. Three copies of all 
letters are required and they are subject to editing. Letters are not acknowledged. 
For other details, including copyright procedure, see "Instructions for Authors." 


PUVA, Pruritus, and the Loss 
of the Axon Flare 


To the Editor.—Severe pruritus, espe- 
cially over the buttocks, was seen in 
two middle-aged men who were 
approaching a maintenance-schedule 
program (7 joules/sq em) of psoralens 
and ultraviolet-A light (PUVA). Both 
men failed to exhibit the axon-flare 
response with the intradermal injec- 
tion of 0.1 mL of histamine phosphate 
(0.1 mg/mL) into the buttock. Both 
men demonstrated the axon-flare 
response in less symptomatic areas. A 
neurology consultant, unaware of the 
histamine skin test, examined the 
first man and diagnosed a peripheral 
neuropathy of mainly unmyelinated 
fibers that affected the hands, feet, 
nose, and buttocks. There was hyper- 
esthesia of the buttock. The PUVA 
program was stopped, and the flare 
had returned when the patient was 
tested three months later. The hista- 
mine intradermal test should prove 
useful in evaluating pruritus asso- 
ciated with PUVA. Loss of axon-flare 
reflex vasodilation should end any 
dilemma about treating the patient 
with antipruritie drugs during this 
period. 

WILLIAM P. JoRDAN, MD 

Richmond, Va 


Note.—This letter was previously published in the 
ARCHIVES (114:1552-1553, 1978) but is being 
republished under its corrected title to facilitate 
proper indexing. 


Vitiligo and Melanoma 


To the Editor.-Dr David Paslin is 
correct when he states in his letter in 
the October ARCHIVES (114:1551, 1978) 
that he missed our point on the rela- 
tionship between vitiligo and melano- 
mas. Patients with melanomas and 
metastases to the skin, lymph nodes, 
or internal organs have a life expec- 
tancy of a few years. Vitiligo develops 
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in some of these patients. Those 
patients with metastatic melanomas 
in whom vitiligo develops live for 
many years or, in a few instances, for 
several decades. In patients with viti- 
ligo there is destruction of normal 
pigment cells in the skin or the eyes. It 
is our hypothesis that those factors 
that cause vitiligo may also destroy 
malignant pigment cells or at least 
retard their growth. If our hypothesis 


is correct, patients who have vitiligo ` 


in association with their melanomas 
would be expected to survive for 
longer periods of time or might even 
be cured of their disease. 

The mechanism by which vitiligo 
causes the destruction of malignant 
pigment cells is unknown. Phenolic 
agents, such as monobenzylether of 
hydroquinone, when applied to the 
skin for prolonged periods of time can 
induce a vitiligo-like condition in the 
subjects. If we could use such agents 
to produce a vitiligo in patients with 
melanomas, especially when the mela- 
noma is first discovered and when the 
tumor load within the host is small, we 
might intensify the host defense 
against the malignancy. The proposal 
is based on the possibility that the 
processes that cause vitiligo might 
destroy the malignant cells but not by 
the direct toxic effect of phenolic 
agents on the melanin-producing cells. 
The negative results of Dr Paslin’s 
own experiments in which he injected 
phenols and catechols into hamsters 
bearing melanomas are disappointing 
to be sure. His experiments depended 
on a toxic effect of the chemicals on 
the malignant cells. Had he been able 
to induce vitiligo by any method, he 
may have found positive results. We 
should add that hamsters could be 
poor models in which to study the 
induction of vitiligo. Most rodents 
covered with fur have few epidermal 
pigment cells, the target of attack for 
vitiligo. 

We hope these comments clarify Dr 
Paslin’s difficulty in trying to under- 
stand why our proposed therapy to 


induce vitiligo may be a much more 
effective and specific way of destroy- 
ing malignant pigment cells than 
merely by administering phenolic or 
catecholic agents. 
JAMES J. NORDLUND, MD 
AARON B. LERNER, MD 
New Haven, Conn 


Thalidomide in the Treatment 
of Recurrent, Necrotic, and 
Giant Mucocutaneous 
Aphthae and Aphthosis 


To the Editor.—The treatment of 
recurrent and necrotic mucocutaneous 
aphthae is usually unsatisfactory. 

In six cases (men aged 30 to 39), we 
obtained an excellent result with tha- 
lidomide. The cutaneous symptoms in 
five of the patients consisted of large, 
deep, necrotic, painful ulcerations in 
the mouth and on the scrotum, and 
pustular lesions scattered on different 
parts of the body. The sixth patient 
had giant, deep, necrotic, mutilating 
lesions in the mouth, as in so-called 
periadenitis mucosa necrotica recur- 
rens; he had not been free of these 
lesions for the past year and was 
having enormous difficulties with his 
nutrition. 

One of the patients had had uveitis, 
orchitis, and epididymitis (inactive 
during the treatment with thalido- 
mide), and two had active arthritis at 
the time of treatment. 

The daily administration of 100 mg . 
of thalidomide gave us spectacularly 
good results. On the second or third 
day, the aphthae were painless and 
they healed in seven to ten days, 
depending on their diameter. The 
patient with periadenitis mucosa ne- 
crotia recurrens showed an equally 
quick and good response and had no 
recurrences during the time in which 
he received the drug. The others (man- 
ifesting only occasional recurrences) 
could stop the medication after seven 
to 12 days. 

The patients with arthritis showed 
no improvement in their joint symp- 
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toms. We have no experience with the 
efficacy of thalidomide in the noncu- 
taneous symptoms of Behcet’s syn- 
drome. 
J. M. MASCARO 
M. LECHA 
H. TORRAS 
Barcelona, Spain 


Nonproprietary Name and 
Trademark of Drug 


Thalidomide—Kevadon. 


Multiple Trichoepithelioma and 
Breast Cancer 


To the Editor.—The association of 
multiple trichoepithelioma-type le- 
sions with breast carcinoma, reported 
in the July ARCHIVES (114:1230, 1978), 
was of particular interest due to our 
previous study of a similar patient 
approximately the same age.’ Our 
patient had a bizarre manifestation of 
progressive baldness associated with a 
follicular hamartoma and multiple 
autoimmune phenomena. The lesions 
identified on the face in the photo- 
graph of the patient of Drs Sandbank 
and Bashan were similar to those of 
our patient. The striking finding in 
our patient was that in areas of hair 
loss, without visible lesions, the same 
tumors were identified. After multi- 
ple biopsies of other body sites, where 
the only visible clinical observation 
was loss of hair, the follicular hamar- 
toma was demonstrated in all hair- 
bearing sites. The tumors could not be 
seen or felt, but skin biopsy speci- 
mens, excluding the palms and soles, 
demonstrated the same tumor. Our 
patient had laboratory evidence of an 
altered immune state with myasthe- 
nia gravis and possible lupus erythem- 
atosus (LE). She had a positive test for 
LE cells and a positive antinuclear 
antibody titer of 1:160. 

When Drs Sandbank and Bashan 
noted loss of hair in their patient at 


, the nasal margin in the eyebrow area, 


I could not help but remember our 
patient, whose case was evidently 
more advanced at the time she was 
seen. Her tumor, apparently, was 
differentiated from the external root 
sheath. Histochemical and electron 
microscopic examination did not dem- 
onstrate the characteristic histology 
frequently seen in trichoepithelioma. 
Alkaline phosphatase-positive dermal 
papillae were identified at the base of 
our basal cell hamartoma, whereas in 
classic trichoepithelioma, multiple 
sites of alkaline phosphatase activity 
are identified. 
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I would be interested to know if Drs 
Sandbank and Bashan performed 
biopsies in uninvolved sites, since our 
histologic tumors absolutely could not 
be identified clinically. The only sign 
of their presence was the absence of 
hair. I suspect that with therapy for 
breast cancer in their patient, the 
immune state has been altered. Was 
there any evidence of a change in the 
immune state prior to the diagnosis of 
breast carcinoma? Have they per- 
formed biopsies in uninvolved sites 
where, perhaps, hair has been noticed 
to be absent? 

A. C. BRowN, MD 
Atlanta 


1. Brown AC, Crounse RG, Winkelmann RK: 
Generalized hair-follicle hamartoma. Arch Der- 
matol 99:478-493, 1969. 


In Reply.—It was with interest that I 
read Dr Brown's article’ and his letter 
in relation to our recent publication on 
a patient with multiple trichoepithe- 
lioma. It is true that at the time when 
the nodules first appeared in the areas 
of the upper lip and chin as well as the 
eyebrow, where there was an evident 
loss of hair, the patient also noticed a 
loss of hair in the axillae and pubis 
and on the extremities. There was, 
however, no loss of hair from the 
scalp. Unfortunately, no biopsy speci- 
mens were taken from these areas or 
from normal skin. No immunologic 
tests were carried out, since the 
patient was in good health and had no 
other complaints. 

Of note are the similarities found 
between these two cases. Both are 
women and in both, the lesions first 
appeared in the third decade of life. 
Our patient, however, showed no 
generalized symptoms, with no myas- 
thenia or arthralgia, and now, at the 
age of 50, she is in good health. 
According to Headington,’ hamarto- 
mas of the hair germ may be localized 
or generalized. Despite the lack of 
histologic evidence, the loss of hair at 
multiple sites may indieate that our 
case, like Brown's, represents the 
generalized form. 

MIRIAM SANDBANK, MD 
Petah Tiqva, Israel 


l. Brown AC, Crounse RG, Winkelmann RK: 
Generalized hair follicle hamartoma. Arch Der- 
matol 99:479-493, 1969. 

2. Headington JY: Tumors of the hair follicles. 
Am J Pathol 85:480-505, 1976. 


Topical Tetracycline in the 
Treatment of Perioral Dermatitis 


To the Editor.—It has been reported 
that a new topical tetracycline prepa- 
ration is useful in the treatment of 


acne vulgaris.' Serum levels of tetra- 
cycline were not detected in 35 of 36 
acne patients who had used the prepa- 
ration for a minimum of six weeks. In 
one case the level was detected at the 
lower detectable limit of 0.1 ug/mL. 
On the other hand, patients taking 
oral tetracycline averaged serum lev- 
els of 1.5 ug/mL (Proctor and Gamble 
Co, Cincinnati, personal communica- 
tion, December 1978). 

Because perioral dermatitis is so 
common in young women of childbear- 
ing age, and since tetracycline is so 
effective in controlling this disease, a 
study was carried out (1) to test the 
efficacy of this topical tetracycline in 
perioral dermatitis, and (2) to deter- 
mine serum levels of tetracycline in 
pregnant subjects thus treated. 

From Aug 1, 1978, to Dec 1, 1978, a 
total of 30 patients with clinically 
typical perioral dermatitis were 
treated with topical tetracycline. The 
four male and 26 female patients, ages 
18 to 59 years, were asked to apply the 
product to all affected areas twice 
daily after gently washing the face. 
No other treatment was allowed. 

The results of the study were as 
follows: 24 patients (80%) enjoyed 
complete clearing of their disease in 
from five to 28 days; three patients 
(10%) were at least 50% clear but not 
totally clear within 28 days; and three 
patients had discontinued the medica- 
tion because of stinging (two pa- 
tients) or worsening of the dermatitis 
(one patient). All patients whose 
disease cleared have been able to 
maintain clearing with the topical 
product used on an as-needed basis. 

Two female patients, ages 23 and 
25, who were pregnant at the time the 


preparation was started, volunteered . 


to have serum tetracycline levels 
measured after they had used the 
preparation for at least six weeks. In 
neither patient's serum was tetracy- 
cline detected at the 0.2 ng/mL level, 
the lower limits of sensitivity of the 
test. 

It is concluded that this tetracycline 
produet is effective in the treatment 
of perioral dermatitis. Studies are 
continuing regarding absorption of 
the product, especially in the pregnant 
woman. 

ROBERT G. WILSON, MD 
Salt Lake City 


1. Blaney DJ, Cook CH: Topical use of tetracy- 


cline in the treatment of acne. Arch Dermatol 
112:971-973, 1976. 


Treatment of Basal Cell Carcinomas 


To the Editor.-I have a comment 
concerning William McDaniel’s article 
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in the October ARCHIVES (114:1491- 
1492, 1978). He recommended curet- 
tage only in the treatment of basal cell 
carcinomas. My usual surgical proce- 
dure is to firmly curette the tumor, 
then excise the curetted area. I almost 
always find residual tumor in the 
excised specimen. His follow-up is too 
short for many of the patients to have 
shown their recurrences. Remember, à 
basal cell carcinoma may recur by 
perforation of the cheek or nose 
instead of coming through the surface 
of the scar. If he has guessed right, 
the patients may indeed have better 
cosmetic results; however, if he is 
wrong, the tumors may become very 
large before they are discovered. 
RONALD R. CHAPPLER, MD 
San Francisco 


In Reply.—I was interested to read Dr 
Chappler's letter, in which he states he 
has curetted basal cell epitheliomas 
(BCEs) and has then excised the site 


= and found residual tumor cells. He 


does not state in what percentage of 
what number of total lesions this 
occurred, nor the size and clinical char- 
acteristics of the lesions. I get the 
impression he does not intend to cure 
the lesion with his curettage, and thus 
always follows with excision of the 
site, which probably means less selec- 
tivity of his lesions and less thorough 
curettage. 

Of all the lesions I have treated, 
there are but six recurrences in the 
total, and 121 lesion sites have been 
observed from at least five to 13 years 
(three for 19 years); one has to be 
encouraged with the treatment. 

‘Recurrences such as he mentions 
have not been encountered in this 
select group. Reymann! believes, from 
his considerable experience, that pa- 
tients are not exposed to any greater 
danger by curettage treatment than 
by any other method of treatment 
that is generally applied to BCE. I 
certainly concur, especially when deal- 
ing with small lesions without prior 
relapse after therapy. 

To reiterate, if the technique out- 
lined in my article is carefully and 
thoroughly done, curettage by itself is 
simple, effective, and inexpensive 
therapy for small, nodular, basal cell 
epitheliomas in areas other than the 
eyelids or lip and yields cosmetic 
results that are eminently satisfacto- 
ry. 

WILLIAM E. McDANIEL, MD 
Lexington, Ky 


1. Reymann F: Treatment of basal cell carcino- 
ma of the skin with curettage. Arch Dermatol 
103:623-627, 1971. 
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Chronic Urticaria and 
Gallbladder Disease: Clearing 
After Cholecystectomy 


To the Editor.—Chronic urticaria is a 
difficult dermatologic problem of di- 
verse causes. Although severe persis- 
tent urticaria demands thorough in- 
vestigation, no causal factors are 
demonstrable in over 70% of pa- 
tients.'* Herein is described a patient 
whose hives failed to clear until a 
diseased gallbladder was removed. 


Report of a Case.—A 30-year-old woman 
had had hives for one month at age 8. The 
next episode occurred in June 1975, when 
intermittent hives developed and their 
frequency increased to a daily occurrence 
by November 1975. An extensive evalua- 
tion at another hospital demonstrated no 
cause for her urticaria, and in February 
1976, her symptoms abruptly cleared. 

In June 1976, the patient was first seen 
in the dermatology clinic of the US Army 
Hospital, Augsberg, Germany. She de- 
scribed progressively severe urticaria on 
arising that tended to clear during the day. 
The patient related that "acid" foods made 
her hives worse, and ingestion of green 
apples, limes, and chicken resulted in 
episodes of urticaria. Wool also caused 
hives. Stress had initiated or exacerbated 
urticaria on many occasions. Of multiple 
antihistamines, only hydroxyzine hydro- 
chloride gave moderate improvement. A 
history of recurrent rhinitis was investi- 
gated with negative findings of sinus 
X-ray films. A two-week course of ampicil- 
lin for subclinical sinusitis was without 
benefit. 

Because the urticaria was accompanied 
by incipient angioneurotic edema, the 
patient was admitted to the hospital on 
Aug 24, 1976. Further history was noncon- 
tributory; the patient had not had any 
biliary tract symptoms. Physical examina- 
tion revealed diffuse urticaria. She was 
placed in a room free from allergens. On a 
tea and water diet, her condition improved 
over 36 hours but did not clear. After the 
initiation of a limited diet of beef, lamb, 
margarine, rice, apricots, peaches, and 
pears, the patient's hives became more 
severe, and a return to tea and water 
resulted in no improvement. The following 
laboratory tests were normal or negative: 
blood reactive protein reagin, complete 
blood cell count, serum creatinine level, 
serum alkaline phosphatase level, serum 
lactic dehydrogenase level, serum amylase 
level, total serum bilirubin level, partial 
thromboplastin time, prothrombin time, 
urinalysis, urine culture, nasal smear for 
eosinophilic leukocytes, quantitative blood 
eosinophilic leukocytes, vaginal culture for 
yeast and smear for Trichomonas, and 
intermediate PPD skin test. Results of a 
chest x-ray film, sinus x-ray films, an 
intravenous pyelogram, barium enema, 
and upper gastrointestinal series with 
small bowel contrast examination were 
within normal limits. After a radiopaque 
substance was given orally, a cholecysto- 
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gram revealed a large solitary filling 
defect and several smaller defects in the 
gallbladder. On Sept 7, 1976, a cholecystec- 
tomy was performed because of the severe 
urticaria and the space-filling defect. Path- 
ologie diagnosis of the excised gallbladder 
was adenomyomatous hyperplasia and 
mild chronie cholecystitis. No gallstones 
were found. 

The patient's hives cleared two days 
after surgery; only a few small lesions were 
present on hospital discharge one week 
later. In March 1977, the patient ceased 
having even occasional hives and remained 
clear until last examined in January 1978. 
Two very stressful episodes did not induce 
urticaria, and foods no longer precipitated 
hives. 


Comment.— Chronic infection and gas- 
trointestinal disease in association 
with urticaria have been prominently 
noted in the literature,** but their 
true importance as an urticariogenic 
agent has been questioned.'*> Chester 
et al reported telephone follow-up of a 
patient with severe urtiearia who 
ceased having hives after removal of a 
gangrenous gallbladder A detailed 
review of 50 chronic urticaria patients 
also included one man with gallstones, 
but he declined surgery.’ 

Our patient demonstrates that a 
pathologie gallbladder may indeed 
cause urticaria and encourage biliary 
investigation in any individual with 
severe chronic urticaria of unknown 
cause. 

LAWRENCE L. BUSHKELL, MD 
Milwaukee 


1. Green GR, Koelsche GA, Kierland RR: Etiol- 
ogy and pathogenesis of chronic urticaria. Ann 
Allergy 23:30-36, 1965. 

2. Champion RH, Roberts SOB, Carpenter RG, 
et al: Urticaria and angioedema: A review of 554 
patients. Br J Dermatol 81:588-597, 1969. 

8. Miller DA, Freeman GL, Akers WA: Chronic 
urticaria: A clinical study of 50 patients. Am J 
Med 44:68-86, 1968. 

4. Warin RP, Champion RH: Urticaria. Lon- 
don, WB Saunders Co, 1974, pp 59-60. 

5. Mathews KP: A current view of urticaria. 
Med Clin North Am 58:185-205, 19714. 

6. Chester A, Leibowitz H, Markow H: NY 
State J Med 59:1786-1788, 1959. 


Treatment of Hereditary Painful 
Callosities With Tretinoin 


To the Editor.—We read with interest 
the article of Roth et al (ARCHIVES 
114:591-592, 1978) entitled "Heredi- 
tary Painful Callosities," concerning 
an autosomal dominant genodermato- 
sis that is characterized by painful 
callosities developing over pressure 
points. We do not think that this 
genodermatotis is uncommon; in 
France, we often observe such fea- 
tures, which we named "keratodermie 
palmo-plantaire ^ disséminée type 
Brauer” and/or "Buschke-Fisher." 
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Last year, we used aromatic treti- 
noin for treatment of three cases of 
typieal hereditary painful callosities 
(75 mg/day taken orally). In all three 
cases, a dramatic improvement was 
obtained within seven days; the 
pain disappeared entirely and the 
patients were able to walk again with- 
out any pain. Then the per-day dose 
was diminished to 50 mg without 
reappearance of the pain. This dose 
has been used for six months with no 
problem. This easy treatment seems 
to us the best one to relieve but not to 
definitively cure this very painful 
genodermatosis. 

ANDRE DUPRE, MD 
JEAN-LOUIS BONAFE, MD 
BERNADETTE CHRISTOL, MD 
Toulouse, France 


The Dropout Patient 


To the Editor.The reports of White 
and Hanifin (114:1314-1315, 1978) and 
of Alomar (114:1316-1319, 1978) in the 
September issue of the ARCHIVES 
demonstrate a lack of therapeutic 
effectiveness of levamisole hydrochlo- 
ride in atopic dermatitis. These stud- 
ies are difficult to compare because of 
the age dissimilarities in the two 
groups studied, and because of the 
differences in the dose of levamisole 
utilized. Both of these reports exclude 
significant consideration of the drop- 
out patient in analyzing their results, 
a serious omission, in my opinion. 

In the study by Alomar et al, the 
dropout rate of 50% is essentially 
equal in both groups, with eight 
dropouts from the levamisole group 
and seven from the placebo group. We 
are given the reasons for seven of 
these dropouts, but unfortunately not 
told from which group(s) these seven 
patients were. An eighth dropout is 
assumed by the comment, “There was 
an untoward reaction in the levami- 
sole-treated group”; however, one can- 
not be certain of this with the infor- 
mation available. 

The overall dropout rate in the 
study reported by White and Hanifin 
was 28%, with the levamisole-treated 
patients exhibiting a 41% dropout rate 
as compared to the placebo dropout 
rate of only 16%. Although I am aware 
that the Food and Drug Administra- 
tion will not consider data on patients 
who do not complete a proposed study, 
I feel that such information may be of 
significant scientific import and ac- 
cordingly should be reported when 
available. 

Inasmuch as the conditions of all 
patients entering a study are evalu- 
ated initially, and usually at periods of 
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time thereafter until the patients 
drop out, publication of these data 
would help the reader to determine 
the significance of the dropout popu- 
lation. 

With the comment of Alomar et al 
in mind, that there is a tendency of 
dropouts to be patients who “went 
into clinical remission,” I turn my 
consideration to the data presented by 
White and Hanifin. 

If one agrees that complete reversal 
of response between the third and 
sixth month of evaluation is unlikely, 
then the response to treatment of the 
dropout group becomes particularly 
important. The attrition rate for both 
groups for the first half of the study is 
the same, with two of 16 patients, or 
12.5%, dropping out. If one attempts 
to extrapolate from the response at 
three months to the response at six 
months, utilizing the data presented 
in Table 2, one is led to the conclusion 
that all of the levamisole-treated 
patients who failed to complete the 
study would have been in the 
improved category. 

Appropriate evaluation of the data 
is further impeded by a curious set of 
numbers presented. Paragraph 1 un- 
der "Results" states "...26 patients 
completed the full six-month trial," 
whereas line 6 of paragraph 3, also 
under "Results," referring to the 
occurrence of infections during the 
six-month period, states "One or more 
infections were documented in 16 of 
21 cases." I wonder where the extra 
case came from. 

Neither I nor the readers of the 
ARCHIVES have any way of knowing 
the fate of the dropout patients, but 
the authors may know or might be 
able to obtain this information. I 
therefore write as a plea to authors of 
scientific communications to consider 
the dropout group seriously and to 
report any information obtained, not 
to criticize these two excellent re- 
ports. 

STANLEY I. CULLEN, MD 
Gainesville, Fla 


In Reply.—Dr Cullen's comments are 
quite appropriate. We should have 
made note of dropouts but apparently 
neglected to mention them because 
they provided no significant informa- 
tion. 

Eight patients dropped out. Two 
had been receiving placebo and noted 
no change. Of the six receiving levam- 
isole, five discontinued because of real 
or imagined side effects and the sixth 
showed 10% improvement at three 
months and then never reappeared. 
There was absolutely no evidence that 


the dropouts were those who went into 
remission. | 
Dr Cullen next questioned why we 
assess infection in 27 patients when 
only 26 completed the full six-month 
study. As we explained, 32 patients 
completed three months of the study 
and we were able to monitor presence 
or absence of infection in 27 of 
these. 
JON M. HANIFIN, MD 
Portland, Ore 
CLIFTON WHITE, MD 
Port Washington, NY 


In Reply.—We agree with Dr Cullen's 
comment on the scientific importance 
of the fate of the dropout patients in 
our study. We had a dropout rate of 
50% (15 patient), eight dropouts from 
the levamisole group and seven from 
the placebo group. Initially five 
patients decided not to take the exper- 
imental drug on completion of the 
initial studies; three from the placebo 
group, two from the levamisole 
group. 

The remaining ten patients were 
equally divided among the two groups. 
None of them had severe eczema. Of 
the five patients in the placebo group, 
two received medication for two 
months, went on vacation and cleared 
their eczema. Two received medica- 
tion for the second two months, went 
on vacation and were unavailable for 
follow-up. One received medication 
for two months, but refused the 
immunologic measurements at the 
first two months control. He had mild 
eczema. Of the five patients in the 
levamisole group, one cleared within 
the first two months, three cleared 
after the first two months, and one 
with mild eczema was unavailable for 
follow-up after six months of treat- 
ment. 

AGUSTÍN ALOMAR, MD 

JOSÉ M. GIMÉNEZ-CAMARASA 
JOSE M. DE MonRAGAS 
Barcelona, Spain 


Treatment of Disseminated 
Granuloma Annulare With 
Potassium lodide 


To the Editor.—Yet to be found is a 
completely safe and effective treat- 
ment for disseminated granuloma 
annulare, an often refractory derma- 
tosis that is marring, if not disabling. 
Cryotherapy, locally applied steroids, 
diethylstilbestrol, and, most recently, 
chlorambucil' have met with varying 
success. The favorable effect in cer- 
tain granulomatous panniculitises of 
potassium iodide taken orally in a 
dosage of 500 to 900 mg/day reported 
by Schulz and Whiting? prompted the 
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following study. 


Method and Materials.—After obtaining 
informed consent, four adult patients 
(patients 1, 2, and 4 were women; patient 3 
was a man) with biopsy-verified dissemi- 
nated granuloma annulare began therapy 
of either a saturated solution of potassium 
iodide or a placebo (water) in a randomized, 
double-blind study, beginning with 3 drops 
three times a day with meals and increas- 
ing to a maximum dose of 1 mL/day, which 
is equivalent to approximately 900 mg of 
potassium iodide per day. Follow-up visits, 
which included photographic as well as 
clinical evaluations of response and, in 
patients 2 and 3, biopsies after potassium 
iodide therapy, were scheduled every six 
weeks for a total of 24 weeks, with cross- 
over in each patient at 12 weeks. Baseline 
laboratory determinations included com- 
plete blood cell count, platelet count, serum 
thyroxine level, serum thyroid-stimulating 
hormone (TSH) level, and two-hour post- 
prandial blood glucose level; these were 
repeated after treatment with active drug 
(potassium iodide). 


Results.—Patients 2 and 3, who, prior 
to treatment, had had refractory 
disease for several years, noted 
marked improvement after treatment 
with potassium iodide for 12 weeks, 
evidenced by decreased palpability of 
lesions; they did not become exacer- 
bated after discontinuation of thera- 
py. The disease of patient 1 which had 
been present over 30 years, did not 
clear completely, but she did note 
some lessening of its usual winter- 
time recrudescence. Patient 4 had 
some flattening of lesions during the 
placebo phase of the study and experi- 
enced a recrudescence during the first 
six weeks of active drug therapy; she 
then dropped out without completing 
the full 12 weeks of potassium iodide 
therapy (eurrently, intralesional ste- 
roid therapy has improved her newer 
lesions, but the older ones remain 
unresponsive). Follow-up skin biopsies 
in patients 2 and 3 showed some 
diminution of granuloma formation 
roughly proportional to the clinical 
improvement. Except for a single 
sharply elevated serum TSH determi- 
nation (66 uIU/mL) in patient 1, no 
discernible effects of the drug on 
hematologic or thyroid function were 
noted. 


Comment.—Despite its long history as 
a therapeutic agent for diverse 
inflammatory, ie granulomatous, dis- 
eases, the mechanism whereby iodide 
exerts its effects on extrathyroidal 
tissue remains enigmatic.^* Some au- 
thors** have emphasized its enhanc- 
ing effect on lysis and digestion of 
necrotic tissue, others, its heparin- 
releasing effect on mast cells; and 
others,? its inhibitory effects on scar 
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formation. Regardless of its precise 
mechanism(s) of action, the results of 
the present study (improvement in 
three out of four patients but com- 
plete clearing in none) suggest that 
potassium iodide may be a safe and at 
least partially effective treatment for 
this relatively innocuous but recalci- 
trant dermatosis. At any rate, the 
margin of safety with this agent is 
probably greater than with either 
steroids or alkylating agents.' It is 
hoped that further studies, possibly 
with other dosage regimens, will yield 
still better responses. In any study, 
however, it will be difficult (as in 
patient 4) to exclude completely the 
suggestibility factor. 
MICHAEL GIESSEL, MD 
KATHRYN GRAVES, MD 
JAMES KaLivAS, MD 
Kansas City, Kan 


1. Kossard S, Winkelmann RK: Response of 
generalized granuloma annulare to alkylating 
agents. Arch Dermatol 114:216-220, 1978. 

2. Schulz EJ, Whiting DA: Treatment of 
erythema nodosum and nodular vasculitis with 
potassium iodide. Br J Dermatol 94:75-78, 1976. 

3. Sternberg TH, Newcomer VD, Steffen CG, 
et al: The distribution of radioactive iodine (I- 
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Antitrypsin Deficiency vs 
Gianotti-Crosti Syndrome 


To the Editor.—I read with interest 
the article “a,-Antitrypsin Deficiency 
Associated With Persistent Cuta- 
neous Vasculitis,” in the ARCHIVES 
(114:921-924, 1978). Drs Brandrup and 
Ostergaard described a 2-year-old girl 
who had a nonpruritic generalized 
rash associated with protracted neo- 
natal jaundice. The rash consisted of 
red papules that were particularly 
dense on the face and the extensor 
aspect of the limbs. It was determined 
by the authors that the 2-year-old 
child had a deficiency of a,-antitryp- 
sin, which is sometimes associated 
with neonatal cholestasis and progres- 
sive cirrhosis. 

It occurred to me that the clinical 
description of this patient's cutaneous 
eruption and liver involvement is 
suggestive of the Gianotti-Crosti syn- 
drome. The Gianotti-Crosti syndrome, 
also known as acrodermatitis papulosa 
infantalis, consists of nonpruritic red 
papules appearing on the legs, thighs, 
buttoeks, extensor aspects of the 
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arms, and face. Occasionally a few 
lesions are seen on the trunk also. 
Purpuric staining may also be seen on 
the legs.' Hepatitis is usually present 
and persists up to two months in this 
syndrome. 

I would like to suggest that the 
authors were describing a case of 
Gianotti-Crosti syndrome for which 
they have discovered an underlying 
a,-antitrypsin deficiency. Their com- 
ments on this proposal would be most 
appreciated. 

HERSCHEL E. STOLLER, MD 
Omaha 


1. Rook A, Wilkinson DS, Ebline FJE: Textbook 
of Dermatology. London, Blackwell Scientific 
Publications, 1975, p 600. 

2. Domonkos AN: Andrews’ Diseases of the 
Skin. Philadelphia, WB Saunders Co, 1971, 
p 237. 


In Reply.—We thank Dr Stoller for his 
interest in our article, but we disagree 
that our findings should be in good 
agreement with the Gianotti-Crosti 
syndrome (papular acrodermatitis of 
childhood). In our patient, now 4 years 
old, skin changes were registered 
shortly after birth and have persisted. 
The eruption is still papular at the 
extremities and scattered at the 
trunk, but poikiloderma-like in the 
face. We agree that in the Gianotti- 
Crosti syndrome the eruption has 
roughly the same morphology, but it 
fades in a few weeks. Furthermore, 


the disease is separated from other 


papular eruptions of the extremities 
in childhood by always being asso- 
ciated with acute hepatitis, with hepa- 
titis B antigen in the serum.'?^ As 
mentioned in our article, hepatitis- 
associated antigen was not found in 
our patient. In the Gianotti-Crosti 
syndrome, an infiltration, mostly peri- 
vascular, with lymphocytes and histio- 
cytes is found in the upper part of the 
dermis, but vasculitis, as was found in 
our patient, is not present in this 
syndrome. 

FLEMMING BRANDRUP, MD 

PouL AA. QSTERGAARD, MD 

Odense, Denmark 


l. Gianotti F: Die infantilen papulósen Akro- 
dermatitiden: Die Akrodermatitis papulosa und 
das infantile papulovesikulóse akrolokalisierte 
Syndrom. Hautarzt 27:467-472, 1976. 

2. Gianotti F: Gianotti-Crosti syndrome and 
viral infection. Br Med J 2:443, 1975. 


Lichen Planus Subtropicus vs 
Discoid Lupus Erythematosus 


To the Editor.—In the September 1978 
issue of the ARCHIVES (114:1399, 1978), 
Lawrence M. Wells, MD, made a 
comment on my answer to Dr Tkach 
about differentiating lichen planus 
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subtropicus (LPS) from discoid lupus 
erythematosus (DLE). I was not given 
the chance to answer him. This letter 
is in response to his comments. Dr 
Wells used Drs Lever and Schaum- 
burg-Lever’s book as reference in his 
letter to support his remarks. I 
contacted Dr Walter F. Lever and 
asked him if he would diagnose DLE 
in a nonscarring condition that has a 
band-like infiltration confined to the 
upper dermis and no follicular plug- 
ging. His answer was: "No, your two 
histologic pictures in the article in the 
ARCHIVES are typical of lichen planus 
and not LE. That is decisive. I 
accepted your article describing LPS 
and plan to mention it in the sixth 
edition." I hope this answer will satis- 
fy both Dr Wells and Dr Tkach. 
Mouta S. DiLAIMY, MD 
Baltimore 


Benign Mucous Membrane 
Pemphigoid 


To the Editor.—Drs Nils Worsaae and 
Erik Dabelsteen, in a letter published 
in the July 1978 issue of the ARCHIVES 
(114:1093-1094, 1978), report the case 
of an 18-year-old woman with benign 
mucous membrane pemphigoid. They 
state that, to their knowledge, this is 
the youngest patient suffering from 
this entity to be described. In fact, a 
case of benign mucous membrane 
pemphigoid in a girl aged 13 years 
was reported at a meeting of the St 
John’s Hospital Dermatological Soci- 
ety in November 1976, and subse- 
quently reported in full by Drs D. S. 
Jolliffe and D. Sim-Davis in Clinical 
and Experimental Dermatology (2:281, 
1977). 

| D. A. BURNS, MRCP 
London 


In Reply.—No reference to the inter- 
esting report mentioned by Dr Burns 
was made in our LETTER TO THE EDITOR 
since the report appeared after our 
letter was submitted to the AR- 
CHIVES. 

NILS WORSAAE, DDS 

ERIK DABELSTEEN, DDS 

Copenhagen 


Fluorescence With Chloroxine 
Shampoo 


To the Editor.—An interesting prob- 
lem was recently brought to my atten- 
tion after I examined a young girl 
with tinea capitis. After positive 
results of Wood’s light examination 
and a positive culture for Microspo- 
rum audouinii, she was treated with 
orally administered griseofulvin and 
asked to shampoo daily with chlorox- 
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ine (Capitrol Cream Shampoo). After 
six weeks of therapy, the patient’s 
condition was essentially cleared; 
however, the results of Wood’s light 
examination remained positive, with a 
yellow-green fluorescence. Due to the 
color of the chloroxine shampoo, I 
decided to perform a Wood’s light 
examination on a normal scalp after 
shampooing with this shampoo. To my 
surprise, there was a brilliant yellow- 
green fluorescence. 

This might be a potential problem 
in following up patients with tinea 
capitis in whom resolution of positive 
results of a Wood’s light examination 
is assumed to be indicative of a cure. 

MICHAEL L. JOHNSON, MD 
Tuscaloosa, Ala 


Diagnosis of Angioimmunoblastic 
Lymphadenopathy 


To the Editor.—In 1977, my colleagues 
and I reported four cases of cutaneous 
manifestations of angioimmunoblas- 
tic lymphadenopathy'; in two pa- 
tients, the manifestations were tumo- 
ral, suggestive of a lymphoma, and in 
the other two, the cutaneous lesions 
resembled a drug eruption. In one of 
the tumoral cases, the clinical aspect 
had the major histologic features that 
are typical of angioimmunoblastic 
lymphadenopathy, ie, a telangiectatic 
network covering a deep, firm, palpa- 
ble infiltration. The other interesting 
finding was that, whatever the clinical 
aspect of the eruption, the histologic 
pattern had the characteristic histo- 
logic features of angioimmunoblastic 
lymphadenopathy, although obviously 
the dermal infiltrates were more 
important in tumoral cases. Our find- 
ings fully support Drs Matloff and 
Neiman's statement? that an appar- 
ently trivial eruption of a toxicoder- 
mic type that carries an unusual histo- 
logic picture (polymorphic infiltrate, 
tuberculoid granuloma) can conceal an 
unexpected diagnosis of angioimmu- 
noblastic lymphadenopathy. This fact 
should be known to dermatologists. 
MICHELE LEIBOWITCH, MD 
Paris 


1. Leibowitch M, Mignot L, Bloch C, et al: 
Manifestations cutanées des lymphadénopathies 
angioimmunoblastiques. Ann Dermatol Venereol 
104:603-610, 1977. 

2. Matloff RB, Neiman RS: Angioimmunoblas- 
tic lymphadenopathy. Arch Dermatol 114:92-94, 
1978. 


Beta Carotene in Congenital 
Porphyria 


To the Editor.—In answer to Dr G. S. 
Stretcher's request for information on 
the use of beta carotene in congenital 
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porphyria (ARCHIVES 114:1242-1243, 
1978), I would like to bring to his 
attention two reports of the use of 
beta carotene in this disease. The first 
is by my colleagues and myself, in 
which we treated two children with 
some success,' and the second is by 
Jung, in which he reported improved 
light tolerance in an 18-year-old man, 
who had taken beta carotene for four 
years.” 

It would appear that beta carotene 
may indeed be effective in preventing 
the appearance of new skin lesions in 
congenital porphyria, if given in high 
enough doses. The dose should be 
adjusted for each patient, until no new 
lesions appear. Up to 300 mg/day can 
be given, but experience suggests that 
much lower doses are adequate. I, as 
well as Dr Stretcher, would be inter- 
ested in hearing from other physi- 
cians using beta carotene in the treat- 
ment of congenital porphyria. 

MICHELINE M. MarHEWS-RoTH, MD 

Boston 


Nonproprietary Name and 
Trademark of Drug 


Beta carotene—Solatene. 


1. Mathews-Roth MM, Haining RG, Kinney 
TR: Congenital erythropoietic porphyria. Am J 
Dis Child 131:366, 1977. 

2. Jung EG: Porphyria erythropoetica congen- 
ita Giinther. Dtsch Med Wochenschr 102:279-280, 
1977. 


Zinc, Essential Fatty Acids, 
and Prostaglandins 


To the Editor.—We were interested to 
read the suggestion by Drs Schroeter 
and Tucker (ARCHIVES 114:800, 1978) 
that zinc may enhance the conversion 
of essential fatty acids to prostaglan- 
dins. They pointed out that this could 
explain the similar effects of essential 
fatty acids and zinc on the skin. 

We have come to a similar conclu- 
sion and have provided evidence that 
zine may have a specific effect in 
enhancing the formation of prosta- 
glandins of the E, series.'* This indi- 
cates that wherever either zinc or 
essential fatty acid therapy has been 
found effective, there may be an 
advantage in adding the other agent 
to the regimen. 

We have conducted preliminary 
studies using zine sulfate (30 mg/day) 
and evening primrose oil (3.0 mL/ 
day). Evening primrose oil is a unique- 
ly rich source of essential fatty acids 
since it contains 9% of y-linolenic acid 
as well as 72% of linoleic acid. Linoleic 
acid must be converted to y-linolenic 
acid in the body to be effective; this 
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conversion can be inhibited by other 
fats, and also in diabeties and the 
elderly. Therefore, there is a consider- 
able advantage in giving the y-linolen- 
ic acid directly. 

In patients with both acne and 
psoriasis,? the combination of zinc and 
evening primrose oil seems very 
successful, and controlled studies are 
now in progress. It is unlikely that 
zinc and essential fatty acid deficien- 
cies are causes of either disease, but if 
these are important nutrients for the 
skin, then it is possible that patients 
whose dietary intake of these nu- 
trients is marginal may be more 
susceptible to all skin problems. The 
parallel in general medicine would be 
protein-calorie malnutrition, which 
can lead to overt expression of a wide 
variety of diseases depending on indi- 
vidual susceptibility. 

D. F. HORROBIN 
S. C. CUNNANE 
Montreal 


1. Horrobin DF, Manku MS, Cunnane SC, et al: 
Zine, penicillamine and prostaglandin E,. Arthri- 
tis Rheum 21:492, 1978. 

2. Manku MS, Horrobin DF, Karmazyn M, et 
al: Prolactin and zinc effects on rat vascular 
reactivity: Possible relationship to dihomo-y- 
linolenic acid and to prostaglandin biosynthesis. 
Endocrinology, to be published. 

3. Horrobin DF: Psoriasis: A defect in the 
regulation of prostaglandin biosynthesis pro- 
duced by an endorphin-like agent? JRCS J Med 
Sci 6:302-306, 1978. 


Alopecia Universalis 


To the Editor.-Many patients have 
symptoms within the clinical spec- 
trum of nonscarring alopecia. Most of 
these patients display alopecia areata, 
fewer display alopecia totalis, and the 
least number will be classed as alope- 
cia universalis. Causal factors are 
varied, but there are a number of 
associations that range from idiopath- 
ic to autoimmune reactions and psy- 
chological trauma. 

A review of the literature, which 
included over 750 cases of the three 
varieties, showed that the most com- 
monly associated processes were viti- 
ligo, nail dystrophy, cataracts, and 
suspected autoimmune processes." 
One patient who was mentioned had 
alopecia areata and a concomitant 
brain tumor, that were considered to 


be unrelated.' There was no mention 


of tumors related to alopecia totalis or 
universalis. 

The alopecia related to tumors is 
usually secondary to local infiltration 
of hair-bearing areas by metastatic 
tumor,’ mucin,? systemic chemothera- 
py, or ionizing radiation. 

While making rounds in Detroit 
General Hospital, I observed two 
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patients with alopecia universalis. 
Both men were being evaluated for 
suspected neoplasms. Neither was 
taking any medication before admis- 
sion and both had been previously 
healthy. One patient gave a 3!ó-year 
history of total body hair loss; the 
other had an eight-year history of hair 
loss. Both patients were found to have 
inoperable squamous carcinomas, 
pulmonary in one man and oropharyn- 
geal in the other. 

These two patients piqued my inter- 
est in that they were originally seen 
within 30 minutes of one another, and 
both were subsequently found to have 
malignancies. In addition, these two 
patients brought the total number of 
cases of alopecia universalis that I 
have seen to five. Thus, in my limited 
experience, there is at least a 40% 
correlation with malignancy. After 
reviewing the literature, I find that 
this appears to be a coincidental 
observation. On the other hand, could 
this be another marker of defective 
immune surveillance? I would be 
interested in hearing other views. 

WARREN J. REDMOND, MD 
Detroit 


1. Muller SA, Winklemann RK: Alopecia area- 
ta: An evaluation of 736 patients. Arch Dermatol 
88:290-297, 1963. 

2. Demis DJ, Weiner MA: Alopecia universalis, 
onychodystrophy, and total vitiligo. Arch Derma- 
tol 88:195-201, 1963. 

3. Kern F, Hoffman WH, Hambrick GW Jr, et 
al: Alopecia areata: Immunologie studies and 
treatment with prednisone. Arch Dermatol 
107:407-412, 1973. 

4. Cunliffe WJ, Hall R, Stevenson CJ, et al: 
Alopecia areata, thyroid disease, and autoim- 
munity. Br J Dermatol 81:877-881, 1969. 

5. Cohen I, Levy E, Schreiber H: Alopecia 
neoplastica due to breast carcinoma. Arch 
Dermatol 84:490-492, 1961. 

6. Pinkus H: Alopecia mucinosa: Inflammatory 
plaques with alopecia characterized by root- 
sheath mucinosis. Arch Dermatol 176:419-426, 
1957. 


Discoid Lupus Erythematosus 
Possibly due to Photochemotherapy 


To the Editor.—The occurrence of 
light-induced diseases might be antic- 
ipated with the increasing use of 
psoralens plus long-wave ultraviolet 
radiation (PUVA) therapy. We would 
like to report a case of discoid lupus 
erythematosus (DLE) occurring dur- 
ing PUVA therapy. 

Report of a Case.—A 58-year-old man 
with psoriasis, which he had had since the 
age of 15 years, was treated with PUVA 
according to the regimen developed by 
Parrish et al.' After 2% years of treatment 
with 117 exposures, corresponding to 
approximately 500 joules of ultraviolet A 
(UVA), several bright-red, infiltrated 
lesions with horny plugs and thin scaling 
appeared on the cheeks and chin. 
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Clinically, DLE was suspected, and the 
face of the patient was shielded during 
PUVA treatments. After local treatment 
with betamethasone valerate cream (0.1%), 
the lesions faded over a period of 14 
days. 

Histologic Findings.-On conven- 
tional light microscopy of biopsy spec- 
imens from lesions on the cheek, find- 
ings consistent with DLE were seen, 
such as hyperkeratosis with follicular 
plugging, atrophy of the Malpighian 
layer, and hydropic degeneration of 
the basal cell layer. In the upper 
dermis, edema and a slight but mainly 
perivascular lymphocytic infiltration 
were present. 

Direct immunofluorescent exami- - 
nation showed granular deposits of 
IgG and C3 on the dermoepidermal 
junction, findings that are typical for 
DLE. 

Comment.—The patient described 
herein has a long history of psoriasis. 
After 2% years of continuous treat- 
ment with PUVA, clinical and histo- 
logic findings consistent with DLE 
developed. 

Experimental investigations? have 
shown provocation of DLE by ultra- 
violet light (300 nm). The light used in 
PUVA has peak emission between 350 
and 360 nm. A causal relationship 
between PUVA and DLE in our 
patient cannot be proved. However, 
we feel it is important to report this 
case, as the increasing use of PUVA 
necessitates the collection of possible 
side effects. 

HENRY F. DOMKE 
ERIK LUDWIGSEN, MD 
JENS THORMANN, MD 
Aarhus, Denmark 


l. Parrish JA, Fitzpatrick TB, Tanenbaum L, 
et al: Photochemotherapy of psoriasis with oral 
methoxsalen and longwave ultraviolet light. 
N Engl J Med 291:1207-1211, 1974. 

2. Freeman RG, Knox JM, Owens DW: Cuta- 
neous lesions of lupus erythematosus induced by 
monochromatic light. Arch Dermatol 100:677-682, 
1969. 


Ichthyosiform 


To the Editor.—A. Paul Kelly, MD, 
whose letter about ichthyosiform sar- 
coid appeared in a recent issue of the 
ARCHIVES (114:1551, 1978), deserved 
better than not having his spelling 
corrected before his letter was pub- 
lished. The fact that the heading also 
misspelled the disease as "icthyosi- 
form" suggests a possible explanation 
of this omission. The reference article 
by Kauh et al (ARCHIVES 114:100-101, 
1978) had it spelled correctly: ichthyo- 
siform. 

Harry L. ARNOLD, JR, MD 

Honolulu 
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(Malassezia furfur infection) 


TINVE 


specific diagnosis requires specific therapy. If the 
diagnosis is Malassezia furfur infection, Tinver Lotion, the 
specific for tinea versicolor, is indicated. 


Not just antifungal. 

Unlike some broad spectrum antifungals which may 
only inhibit Malassezia furfur growth, Tinver combines the 
desquamating action of salicylic acid with sodium thio- 
sulfate to actually eliminate tunneling fungi. 


Specific treatment costs less. 

. Tinver application is a cost-effective treatment method, 
as well. Total tinea control typically requires repeated 
applications of medication. However, a Tinver prescription 
— costing up to 10 times less than broad spectrum 
antifungals — can result in significant patient savings. 


Recommended treatment. 

Tinver is more than just “acceptable therapy.” Selenium 
sulfide shampoos are not indicated for tinea. The specific 
Tinver formulation, however, is cited in Andrews’ Diseases 
of the Skin as having “proved to be excellent"' in the 
control of tinea versicolor. 


'Domonkos AN: Andrews’ Diseases of the Skin, 6th ed., W.B. Saunders, Philadelphia, 1974. 
©1979 BARNES-HIND PHARMACEUTICALS, INC. 
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(Sodium thiosulfate 25% 
salicylic acid 1%) 


Description: Sodium 
thiosulfate 25%, salicylic 
acid 1%, isopropy! alcohol 
10%, propylene glycol, men- 
thol, edetate disodium, 
colloidal alumina, and 
purified water 


Indications: For topical 
use in the treatment of 
tinea versicolor (Malas- 
sezia furfur infection). 


Precautions: If signs of irri- 
tation or sensitivity develop, 
discontinue use. Do not 

use on or about the eyes. 


Administration: Thoroughly 
wash, rinse and dry the 
affected areas before 
application of medication. 
Apply a thin film of lotion 
to all affected areas and 
other susceptible areas 
twice a day. Although 
diagnostic evidence of the 
disease may disappear in 
a few days, it is advisable 
to continue treatment for 

a much longer period. 
Clothing should be boiled 
to prevent reinfection. 

How Supplied: 6 fi. oz. 
plastic dispenser bottles. 
Caution: U.S. Federal law 
prohibits dispensing 
without prescription. 


BARNES-HIND PHARMACEUTICALS, INC 
895 Kifer Road. Sunnyvale. Colifornia 94086 
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 THEONLY WAY TO. 
END THE EPIDEMIC 
IS OVER HER DEAD 


Nearly 100% effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"' and often 
works with a single application 
(a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.* 6 
And you will appreciate that Kwell 


b 


Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 
A quick and simple diagnosis. works so predictably that it serves to 
Scabies can mimic a number of der- confirm your diagnosis of scabies. 
matological conditions,'-? such as urticaria, furunculosis Not many pharmaceutical preparations can match that 
and dermatitis—as well as syphilis, with which it may record of dependability. 
coexist. But there's an almost foolproof way to recognize Contraindications: KWELL is contraindicated in individuals with known 
it. Even in the absence of the fierce nocturnal itching? and hypersensitivity to the product or to any of its components. 
the lesion distribution characteristic of the disease Precautions: If accidental ingestion occurs, prompt institution of gastric — 
(hands, wrists and elbows in 9 out of 10 cases),! a quick lavage will rid the body of large amounts of the toxicant. However, since 


microscopic look can confirm your scabies diagnosis oils favor absorption, saline cathartics for intestinal evacuation should be 
given rather than oil laxatives. If central nervous system manifestations 


To demonstrate the itch mite, look for an unscratched, occur, they can be antagonized by the administration of pentobarbital, or 





inhabited burrow (wherever the patient says he itches at phenobarbital. 

that very moment is a likely spot). Use a strong light, a If accidental contact with the eyes occurs flush with water. If irritation or 
magnifying glass and a surgical blade to which a drop of sensitization occurs discontinue this product and consult a physician. 
mineral oil is added. Scrape several sites. Transfer the Adverse Reactions: Eczematous eruptions due to irritation from this 
material to a slide, cover and examine under low power product have been reported. 


Available on prescription as Kwell Lotion in 2 and 16 fl. oz. bottles, and as 


magnification." %4 (If you don't spot any parasites in egg, Kwell Cream in 2 oz. and 1 Ib. jars. See package insert for complete 

larvae or adult stages, look for their red fecal compac- prescribing information. 

tions. They can be just as diagnostic.) References: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Prac- 
Kwell: penetrating action to kill mites, their eggs and titioner 210:803, June 1973. 3. Domonkos, A. N. (ed.): Andrews' Dis- 


: ; Ar eases of the Skin: Clinical Dermatology, ed. 6, Philadelphia, W.B. Saun- 
larvae. Once you've found scabies, there's a positive way ders Company, 1971, pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 


* to eradicate it. Kwell (1% gamma benzene hexachloride) 1707:70, Jan. 1973. 5. James, B. H. E.: Br. Med. |. 1:178, Jan. 15, 1972. 
Lotion or Cream. It penetrates to reach the scabietic bur- 6. Sollman, T.: A Manual of-Pharmacology, ed. 8, Philadelphia, 
rows, kill the female mites and, of course, the less tena- W. B. Saunders Company, 1957, p. 178. 
cious males, as well as their eggs and any larvae that may SEM courtesy of J. M. Rower, M.D., Columbus, Ohio 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. Reed & Carnrick / Kenilworth, New Jersey 07033 


Cream/Lotion 

KWE D FAE benzene 
hexachloride 

THE SCABICIDE OF CHOICE. 


An unsurpassed standard of therapy 
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potency 
^A without | 
fluorination. 


Comparable in antiinflammatory activity to 
triamcinolone acetonide: “Desonide was equal to 
triamcinolone acetonide in its ability to produce 
vasoconstriction. ...”" 


Comparable in penetration to fluorinated steroids and 
| hydrocortisone (mean of 10 observations).! 
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Steroid penetration through human skin (epidermis). Standard deviation 
at any one point did not exceed 1.5 melt x 10°. 

At least equal in potency to... 
betamethasone valerate 0.1% cream??? 
fluocinolone acetonide 0.025% cream? 
triamcinolone acetonide 0.1% cream® 
fluocinonide 0.05% cream’ 

... and without fluorination. 
: [ridesilon 

(desonide) 0.05% sss 

eSOrnI e A O ointment 
in acute and chronic corticosteroid- 
responsive dermatoses 
b 


» © 1979 DOME DIVISION, MILES LABORATORIES, INC. ALL RIGHTS RESERVED. 


Action: Tridesilon (desonide) 0.05% Creme and 
Ointment are effective because of their antiinflam- 
matory, antipruritic, and vasoconstrictive actions. 
Indications: Tridesilon (desonide) 0.05% Creme 
and Ointment are indicated for the relief of inflam- 
matory manifestations of corticosteroid-respon- 
sive dermatoses. 

Contraindications: Tridesilon (desonide) 0.05% 
Creme and Ointment, topical steroids, are con- 
traindicated in those patients with a history of hy- 
persensitivity to any of the components of the 

reparations. 

recautions: If irritation develops, the product 
should be discontinued and appropriate therapy 
instituted. 

In the presence of an infection, the use of an 
appropriate inge or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated or if the occlusive 
D is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants. 

Although topical steroids have not been re- 
ported to have an adverse effect on pregnancy, 
the safety of their uses in pregnant women has not 
absolutely been established. In laboratory ani- 
mals, increases in incidence of fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases 
at rather low dosage levels. Therefore, drugs of 
this class should not be used extensively on preg- 
nant patients, in large amounts, or for prolonged 
periods of time. 

These products are not for ophthalmic use. 
Adverse Reactions: The following local adverse 
reactions have been reported with topical cortico- 
steroids, especially under occlusive dressings: 1) 
burning, 2) itching, 3) irritation, 4) dryness, 5) fol- 
liculitis, 6) hypertrichosis, 7) acneiform eruptions, 
8) hypopigmentation, 9) perioral dermatitis, 10) 
allergic contact dermatitis, 11) maceration of the 
skin, 12) secondary infection, 13) skin atrophy, 14) 
Striae, 15) miliaria. 

s va and Administration: Apply a thin film of 
Tridesilon (desonide) to the affected skin and mas- 
sage lightly. The usual dosage is two or three 
times daily. The ointment formulation may be par- 
ticularly useful where an occlusive or lubricating 
effect is desired. 
Caution: Federal (USA) law prohibits dispensing 
without prescription. For external use only. 
How Supplied: Tridesilon (desonide) 0.0596 
Creme and Ointment are supplied in 15 and 60 
gram tubes. Tridesilon (desonide) 0.0596 Creme is 
also supplied in 5 pound jars. 
References: 1. Stewart WD, et al: Can Med Assoc J 
108:33, 1973. 2. Bluefarb S: int J Dermatol 11:73, 1972. 3. 
Reque PG: J Med Assoc State Ala 42:1, 1972. 4. Donsky 
HJ: Cutis 9:46, 1972. 5. Gentry WC, Rosenberg EW, Goltz 
RW: Arch Dermatol 107:870, 1973. 6. Smith p Gregory 
K: South Barsky S: 
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Your Skin: Its Problems and Care, by Setrag A. 
Zacarian, $8.95, Radnor, Pa, Chilton Book Co, 
1978. 


The transfer of information, both 
factual and interpretive, to patients 
and their families is a responsibility 
of dermatologic practice. "Doctor, is 
my child's psoriasis contagious?" and 
"Is it true my acne won't clear up until 
I get married?" are basic questions 
that demand answers. Often, one 
reply leads to several more questions. 
For many practitioners, the lack of 
time and the pressure of more imme- 
diate problems do not permit the luxu- 
ry of leisurely discussion. A small, 
unpretentious book, written simply by 
an expert, seems like the solution; that 
is, one that can be taken home until 
the next office visit or purchased at 
low cost from a neighborhood book 
store. Perhaps this is why many physi- 
cians have written these "little books" 
to service their needs. 

The latest of these books, by Dr 
Zacarian, is barely 150 pages in length 
and sells for less than $9. The chapters 
are short and concise; a question-and- 
answer section, a glossary of terms, 
and even an ample index, are included. 
The author orients the reader to the 
cause and management of common 
dermatologic disorders, while shatter- 
ing taboos; he also offers theories, 
sprinkled with his own brand of bias, 
that read smoothly until they conflict 
with the reader's own theories. 

The absence of a strong editorial 
hand tarnishes the book's potential; 
confusing statements (topically ap- 
plied phenol is stated to be toxic to the 
liver on page 92, but to the kidneys on 
page 110), inaccuracies (the US Food 
and Drug Administration has not 
"ruled that a content of at least 20 to 
25 percent aluminum chloride is neces- 
sary for a product to be termed an 
antiperspirant”), and simple errors 
(misspelling of words, chemicals, and 
even brand names of medicaments) 
appear throughout the text. Is it 
necessary, considering the lay reader- 
ship, for an author of this stature, in 
describing the hazards and sequelae 
of treatment programs, to offer the 
gratuitous conclusion that such a risk 
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"is more than I would chance with my 
patients"? 

Sadly, this is not a "little book" that 
the dermatologist can comfortably 
share with his or her patients. 

EARLE W. BRAUER, MD 
New York 


Chemosurgery: Microscopically Controlled Sur- 
gery for Skin Cancer, by Frederic E. Mohs, MD, 
378 pp, 254 illus, $43.75, Springfield, Ill, Charles C 
Thomas Publisher, 1978. 

In this new and updated volume on 
chemosurgery, Mohs includes consid- 
erable material bearing on the fresh- 
tissue techniques and melanoma 
treated by chemosurgery. In a clear 
manner, he presents his special meth- 
od of treating primary and recurrent 
cancer not only on the skin surface but 
also from areas subjacent to the 
surface of the skin or approachable 
through orifices adjacent to the 
lesions. Sections concerning benign 
tumors, infections, and gangrene 
treated by the technique or modifica- 
tions of the technique are also 
included. 

Many years of painstakingly gath- 
ered statistics bearing on cure and 
recurrence rates as well as good black- 
and-white photographs document the 
essential conservatism and effective- 
ness of microscopically controlled sur- 
gical excision of cancer and other 
tumors. This volume is sufficiently 
complete and detailed, down to the 
specifies of equipment, personnel, and 
layout, for a chemosurgery office or 
clinie. Of special interest are Mohs's 
observations on how and where skin 
cancers spread and invade from their 
primary or recurrent foci. 

Mohs devotes considerable atten- 
tion to the fresh-tissue technique 
(removal of skin sections without 
prior application of dichloroacetic acid 
and zinc chloride paste fixative). He 
discusses those situations in which he 
feels it is useful and those in which he 
prefers the prior application of the 
paste fixative. In many instances, the 
fresh-tissue technique with primary 
or skin graft closure of the resultant 
wound saves the patient considerable 
discomfort and the time previously 


required for healing by second inten- 
tion. Mohs's reported high cure rates 
in melanoma should stimulate cancer 
therapists to give further considera- 
tion to this method of therapy. 

For those physicians unfamiliar 
with the technique, the book provides 
comprehensive coverage. For those 
familiar with the technique and its 
value, the book is an excellent recapit- 
ulation and update on all aspects of 
chemosurgery. The book belongs in all 
medical libraries and has great impor- 
tance for all physicians dealing with 
the subject of cancer. 

GEORGE L. Popkin, MD 
Bethpage, NY 


UV-A: Biological Effects of Ultraviolet Radiation 
With Emphasis on Human Responses to Longwave 
Ultraviolet, by John A. Parrish, R. Rox Anderson, 
Frederick Urbach, and Donald Pitts, 262 pp, $25, 
New York, Plenum Press Inc, 1978. 


It is indeed a pleasure to review this 
unique compilation of information 
concerning the biological effects of 
long wavelength ultraviolet (UV) en- 
ergy, primarily UV-A. As noted in the 
preface, the book grew from an initial 
request by government and industry 
for data from a procedure for photo- 
polymerization to a much broader 
evaluation of the field. The text devel- 
ops through 11 chapters from basic 
spectral considerations to therapeutic 
uses and protective measures. The 
first three chapters are concerned 
with the spectrum, sources, and mea- 
surement of this radiation. Chapter 4 
describes the optical properties of the 
skin and eyes and the two organ 
systems primarily at risk. Chapter 5 
presents the basic effects of UV radi- 
ation on microorganisms and animal 
cells and chapter 6 details the acute 
biological effects on mammalian skin. 
Chapters 7 and 8 describe the adverse 
effects on skin, including the reactivi- 
ty of certain diseases such as solar 
urticaria, the porphyrias, and poly- 
morphic light eruptions, the develop- 
ment of chronic damage due to actinic 
rays, and cancer formation. Chapter 9 
is concerned with the structure and 
responsiveness of various parts of the 
eye to this radiation. Chapter 10 
examines the therapeutic uses of UV- 
A, and chapter 11 describes the safety 
measures that should be utilized. 

In summary, this is a well-pre- 
sented, succinct review of a field that 
has not been thoroughly examined. It 
should be of great value to all who are 
interested in photobiology and should 
be available for the use of all dermato- 
logic training centers. 

JOHN H. Epstein, MD 
San Francisco 
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News and Notes 


Pacific Dermatologic Association Es- 
say Contest.—The 31st Annual Meeting 
of the Pacific Dermatologie Associa- 
tion will be held in San Francisco, Sept 
16-20, 1979. Each year the Pacific 
Dermatologic Association encourages 
young dermatologists to submit es- 
says on original work. The Nelson 
Paul Anderson Memorial Essay Con- 
test is open to all physicians in grad- 
uate dermatologic training or those 
who are not more than five years out 
. of residency training. Essays may be 
submitted by physicians residing in 
the geographical area of the Pacific 
Dermatologie Association, that is, the 
Western United States (California, 
Oregon, Alaska, Nevada, Washington, 
Idaho, Utah, Arizona, Hawaii, Mon- 
tana, Wyoming, Colorado, New Mexi- 
co); British Columbia and Alberta, 
Canada; Mexico; Australia; New Zea- 
land; Japan; and the Philippines. The 
winning essayist will receive a cash 
prize of $500 and his or her expenses 
will be paid to the next annual meet- 
ing. His/her sponsoring department 
will receive $250 for educational mate- 
rials. 

Essays will be judged on the follow- 
ing considerations: originality, poten- 
tial importance of work, evaluation of 
results, experimental methods and use 
of control, and clarity of presentation. 
Six copies of the essay should be 
submitted under a nom de plume, with 
no information in the paper that will 
lead to recognition by the judges of 
the institution or clinic where the 
work was done. The essay with nom de 
plume should be accompanied by a 
plain sealed envelope, enclosing the 
name, address, and nom de plume of 
the author. Entries must be received 
by the secretary-treasurer, Gerald A. 
Gellin, MD, 3838 California St, San 
Francisco, CA 94118, no later than 
July 15, 1979. 


Volunteer Dermatologists Needed 
Abroad.—M EDICO, a service of CARE, 
requires volunteer dermatologists for 
limited tours of duty in conjunction 
with the teaching and service pro- 
grams in Honduras and Nicaragua. 
Volunteers pay their own travel and 
maintenance expenses, which may be 
tax deductible. Spouses are welcome. 
Any interested candidates may obtain 
information on voluntary tours from 
MEDICO, 2007 Eye St NW, Washing- 
ton, DC 20006; telephone, (202) 223- 
2277. 


Call for Papers.—During the Fourth 
World Congress of the International 
Society of Tropical Dermatology, to be 
held in New Orleans from Sunday, 
Sept 23 to Thursday, Sept 27, 1979, 
there will be a symposium on Wednes- 
day afternoon, Sept 26, devoted to the 
history of tropical dermatology and to 
the history of dermatology. Those 
interested in presenting a paper 12 to 
15 minutes in length should submit an 
abstract not to exceed 100 words by 
July 15, 1979, to Lawrence Charles 
Parish, MD, Chairman, Session on the 
History of Tropical Dermatology and 
History of Medicine, 1601 Walnut St, 
Philadelphia, PA 19102. 


Practical Skin Pathology.—A 39-hour 
course accredited by the AMA and the 
AAD concerning practical skin pathol- 
ogy will be given at Grossinger’s in 
Grossinger, NY, Aug 26-31, 1979. This 
is a rigorous, comprehensive, and 
practical review and update of derma- 
topathology for pathologists and der- 
matologists. Microscopes and exten- 
sive syllabus material will be pro- 
vided. There will be 28 formal lectures 
and eight question-and-answer peri- 
ods (worth 18 hours), four supervised 
study sessions of 400 unknown micro- 


CORRECTION 


scopic workshop slides (worth 16 
hours), a posttest period with in-depth 
panel discussions (worth 4!$ hours), 
and 22 additional hours for optional 
independent study of microscopic 
slides. The fee is $390 ($190 for resi- 
dents and fellows). For further infor- 
mation, write to Martin H. Brown- 
stein, MD, Skin Pathology Course, 2 
Jordan Dr, Great Neck, NY, 11021; or 
telephone, (516) 829-8578. 


Award Winners.—The Department of 
Dermatology, Baylor College of Medi- 
cine, announces that the 1978 winners 
of the Mr and Mrs J. N. Taub Interna- 
tional Memorial Award for Psoriasis 
Research are Seymour H. White, MD, 
Victor D. Newcomer, MD, Max R. 
Mickey, PhD, and Paul I. Terasaki, 
PhD, for their investigation entitled 
“Disturbance of HL-A Antigen Fre- 
quency in Psoriasis” (N Engl J Med 
287:740-748, 1972), and Thomas J. 
Russell, MD, Lorain M. Schultes, PhD, 
and Donald J. Kuban, MD, MS, for 
their investigation entitled "Histo- 
compatibility (HL-A) Antigens Asso- 
ciated with Psoriasis” (N Engl J Med 
287:738-740, 1972). The findings by 
these investigators have been con- 
firmed by others and are considered to 
be basic to our understanding of the 
genetics of psoriasis. The recipients 
are chosen by an anonymous, seven- 
member committee. 


Change of Office Address.—Begin- 
ning July 15, 1979, all correspondence 
relating to activities of the Society for 
Investigative Dermatology Inc should 
be sent to Kirk D. Wuepper, MD, 
Secretary-Treasurer, The Society for 
Investigative Dermatology Inc, 14435 
SW Uplands Dr, Lake Oswego, OR 
97034. 


Wrong Date in Announcement.—In the news item titled “Society for Investigative 
Dermatology, Inc,” published in the March ARCHIVES (115:374, 1979), the dates for the 


Third Joint Meeting of the Society for Investigative Dermatology, Inc, and the 
Kuropean Society for Dermatological Research were erroneously given as June 9-14, 
1979. They should be June 10-14, 1979. 
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Atopic skin. 
takes soecial 
handling: 






Free of fats and oils 

New UTICORT LOTION has been specially formulated in 
accord with a well-accepted principle in the manage- 
ment of atopic dermatitis —strict avoidance of animal and 
vegetable fats on the skin.' The Cetaphil lotion vehicle is 
free of all fats and oils which often induce sweat reten- 
tion, irritation, or itching. This lipid-free formulation helps 
ensure that new UTICORT LOTION will relieve your 
patient's atopic symptoms and not exacerbate them. 


Promptly relieves itching 

New UTICORT LOTION contains betamethasone 
benzoate, a potent fluorinated corticosteroid. It rapidly 
eases the itch and relieves the inflammation of atopic 
dermatitis, helping to minimize excoriation and secondary 
infection. UTICORT LOTION is also effective for other 
steroid-responsive dermatoses, including contact and 
seborrheic dermatitis. 


is New 
Uticor 
(betamethasone 
benzoate) 


Betamethasone Benzoate in a Cetaphil”™ lotion base 


t lotion 








NZ 


Cools and soothes inflamed skin 

New UTICORT LOTION shares all of the desirable proper- 
ties that have made Cetaphil a favorite with derma- 
tologists and their atopic dermatitis patients for over a 
decade. It gently cools and soothes inflamed skin with 
minimal irritation. 


Economical therapy 

New UTICORT LOTION spreads very easily, so a little 
goes a long way. The inherent economy of the lotion form 
and the documented acceptance of the Cetaphil lotion 
vehicle make UTICORT LOTION an excellent choice for 
maintenance treatment of atopic dermatitis. 


Reference: 
1. Scholtz JR: Management of atopic dermatitis. California Medicine 
109:910-916, March 1965. 


*Cetaphil (lipid-free skin cleanser) is a registered trademark of Texas 
Pharmacal Company. 





wBrief Summary of Prescribing Information 


Uticort* Lotion (betamethasone benzoate) 0.025% 

For External Use Only 

Caution — Federal law prohibits dispensing without prescription. 

INDICATIONS: Uticort Lotion (betamethasone benzoate) is intended for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated in viral diseases of 
the skin and in those patients with a history of hypersensitivity to any of the 
components of the preparation. 

PRECAUTIONS: If irritation develops, Uticort Lotion (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted. 

In the presence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the occlusive technique is used there will 
be increased systemic absorption of the corticosteroid, and suitable precautions 
should be taken, particularly in children and infants. 


, 


Although topical steroids have not been reported to have an adverse effect 
on human pregnancy, the safety of their use in pregnant women has not been es- 
tablished absolutely. In laboratory animals, increases in incidence of fetal abnor- 
malities have been associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of 
this class should not be used extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 

Uticort Lotion (betamethasone benzoate) is not for ophthalmic use 
ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids, especially under occlusive dressings: burning, itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas two to four times 
daily as needed. 

HOW SUPPLIED: Uticort Lotion 0.025%is supplied as: N 0071-3029-11 (Stock 
29-3029-65)—15 ml plastic bottle. N 0071-3099-15 (Stock 99- 3099-93) — 60 ml 
plastic bottle. WL 
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PARKE-DAVIS 
Division of Warner-Lambert Company 
Morris Plains, NJ 07950 
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Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 


Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 


. they may occasionally produce excitation. 


Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 


** tive effects with alcohol and other CNS depres- 


sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 
occur—fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially irr infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or % iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCl each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCl 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PN05 (DC 6589610) 





MSD For more detailed information, 

SIRA consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 


agranulocytosis, 


How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
Pei ep tH a syrupy liquid. 

or older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- ^ containing 4 mg 
dine HCl in each of Ur peers 
5-ml teaspoonful dine HC! each 
(with alcohol 5%) 


Recommended Dosage 
Children —2 to 6 years 

Usual aximum 
dosage daily dosage 
lteaspoonful 6 rade yit 
or 1/2 tablet, 


or 3 tablet 
b.i.d. or t.i.d. 


Children—7 to 14 years 
Usual Maxi 

dosage 

2 teaspoonfuls 

or 1 tablet, b.i.d. 


or t.i.d. 


Adults 

Usual 

dosage 

2 teaspoonfuls 
or 1 tablet, t.i.d. 


or 4 tablets 


Maximum 

dail on dosage 
mg per lb 

ns day 

or 0.5 mg per 

kilo per day 


Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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1979 New York Hair Transplant Symposium 
To be held at The Plaza Hotel, New York City 


September 14, 15, and 16, 1979 
Honoring the work of Dr. Norman Orentreich 


This symposium is sponsored by The American Society for Dermatologic 
Surgery. An international faculty of physicians with expertise in hair 


transplantation will be featured. 


Robert Auerbach, M.D. 
Samuel Ayres, Ill, M.D. 
Jay Barnett, M.D. 
Robert Berger, M.D. 
Eugene Bodian, M.D. 
George Farber, M.D. 
Arthur Gabriel, M.D. 


Jay Pinski, 


Faculty 


Leonard Lewis, M.D. 
O'Tar Norwood, M.D. 
Norman Orentreich, M.D. 
Hillard Pearlstein, M.D. 
Harold Pierce, M.D. 


George Popkin, M.D. 


Patrick Rabineau, M.D. 
Sorrel Resnick, M.D. 
Henry Roenigk, M.D. 
Bluford Stough, M.D. 
Hiram Sturm, M.D. 
Theodore Tromovitch, M.D. 
Walter Unger, M.D. 


Continuing Medical Education Category 1 
credits applied for (11 hours) 


Fees for Symposium 


American Society for 


Dermatologic Surgery Members: 


Residents in Training 


Other Physicians 


$400.00 
$300.00 
$500.00 


For further details, 


write: 


G. Popkin, M.D. 
4277 Hempstead Tpke. 


Bethpage, New York 11714 
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e Safety of Hydrocortisone 

€ Available in a wide variety of sizes, 
strengths, and forms 

e Economical 

€ Color-coded for easy identification 


nutracort* (Hydrocortisone). . . cream, lotion, gel 
Description: Nutracort* ( Hydrocortisone o.596 and 1.096): Cream Base: Sodium Lauryl Sulfate, Light 


Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Synthetic Spermaceti, 
Dimethicone, Edetate Sodium, Sorbitol Solution, Carbomer-941, Ammonium Hydroxide, Sorbitan 
Monostearate, Isopropyl Palmitate, Purified Water, and Certified Color. Lotion Base: Sodium Lauryl Sulfate, 
Light Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Sorbitan Monostearate, 
Glyceryl Monostearate, Edetate Sodium, Purified Water, and Certified Color. 


Nutracort® Gel: 1.0% Hydrocortisone in a vehicle of Propylene Glycol, Alcohol 22% (w/w), Hydroxypropyl 
Cellulose, and Citric Acid. 


Actions: Topical steroids are primarily effective because of their anti-inflammatory, anti-pruritic, and 
vasoconstrictive actions. 





Indications: For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of the preparation. 


Precautions: If irritation develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does not occur promptly, the corticosteroid should be 
discontinued until the infection has been adequately controlled. If extensive areas are treated or if the 
occlusive technique is used, the possibility exists of increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, particularly in children and infants. 
Although topical steroids have not been reported to have an adverse effect on human pregnancy, 

the safety of their use in pregnant women has not absolutely been established. A Ra 

animals, increases in incidence of fetal abnormalities have been associated with exposure of 

gestating females to topical corticosteroids, in some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on pregnant patients, in large amounts, or for 
prolonged periods of time. The product is not for ophthalmic use. 

Adverse Reactions: The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning, itching, irritation, ems 

folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, striae, and miliaria. 

Dosage and Administration: Apply to affected area 3 or 4 times daily. 

How Supplied: Nutracort® Lotion 1.0% in 2 fl. oz., 4 fl. oz., and 1 gal. bottles; 

0.5% in 2 fl. oz. and 4 fl. oz. bottles. Nutracort® Cream 0.5% in 2 oz. and 4 oz. jars; 1.0% in 2 oz. 
and 4 oz. jars and 1 lb. jars. Nutracort? Gel 1.0% in 15 g. and 60 g. tubes. 

Store at room temperature 

FOR TOPICAL USE 

CAUTION: FEDERAL LAW PROHIBITS DISPENSING 
WITHOUT PRESCRIPTION 


Owen 
Owen Laboratories, Dallas, Texas 75254 


Division of Alcon Laboratories, Inc. 


utracort' Cream & Lotion 
0.5% Hydrocortisone 


Owen Laboratories 
c) 1979 


Westcort 





For fast anti-inflammatory action 


in pruntus and erythema 
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Westcort rapidly reduces itching and 
inflammation associated with atopic 
dermatitis and psoriasis” 


Clinical improvement equivalent to that 
obtained with betamethasone valerate, NF, 
Cream, 0.1%* 


Unique vehicle enhances steroid release 
and improves penetration of steroid 


Paraben-free, only 12% propylene glycol 
formulation in emollient cream base reduces 
risk of patient irritation and sensitization. 


*Data on file, Westwood Pharmaceuticals Inc. 
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CAUTION: Federal! law prohibits 
dispensing without prescription. 
DESCRIPTION: Westcort Cream contains hydrocortisone 
valerate, an active, nonfluorinated ester of the 
corticosteroid hydrocortisone. It has the following 
chemical name: 

116, 21-dihydroxy-17 a-valeryloxy-4-pregnene-3, 
20-dione 
The structural! formula is: CH20H 


C=0 | 
3 A<- - OCCH;CH;CH;CH4 
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Each gram of Westcort Cream contains 2.0 mg 
hydrocortisone valerate in a hydrophilic base composed 
of white petrolatum, stearyl alcohol, propylene glycol, 
amphoteric-9, carbomer-940, dried sodium phosphate, 
sodium lauryl sulfate, sorbic acid (as preservative) and 
water 

ACTIONS: Westcort (hydrocortisone valerate) Cream 

is effective primarily because of its anti-inflammatory, 
anti-pruritic, and vasoconstrictive actions 
INDICATIONS: Westcort Cream is intended for the relief 
of the inflammatory manifestations of corticosteroid- 
responsive dermatoses 

CONTRAINDICATIONS: Topical steroids are 
contraindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparation. 

PRECAUTIONS: If irritation develops, the product should 
be discontinued and appropriate therapy instituted. 


In the presence of an infection the use of an appropriate 
antifungal or antibacterial agent should be instituted 

If a favorable response does not occur promptly, the 
corticosteroid should be discontinued until the infection 
has been adeauately controiled. 

If extensive areas are treated, or if the occlusive 
technique is used, there will be increased systemic 
absorption of the corticosteroid and suitable pre- 
cautions should be taken, particularly in children and 
infants. 

Although topical steroids have not been reported to have 
an adverse effect on human pregnancy, the safety of their 
use in pregnant women has not absolutely been 
established. In laboratory animals, increases in incidence 
of fetal abnormalities have been associated with exposure 
of gestating females to topical corticosteroids, in some 
cases at rather low dosage levels. Therefore, drugs of this 
class should not be used extensively on pregnant 

patients, in large amounts, or for prolonged periods of time. 


The product is not for ophthalmic use. 


ADVERSE REACTIONS: The following iocal adverse 
reactions have been reported with topical corticosteroids, 
especially under occlusive dressings. 

1. Burning; 2. Itching; 3. Irritation; 4. Dryness; 5. Folliculitis; 

6. Hypertrichosis; 7. Acneiform eruptions: 

8. Hypopigmentation; 9. Perioral dermatitis; 10. Allergic 
contact dermatitis; 11. Maceration of the skin: 

12. Secondary infection; 13. Skin atrophy; 14. Striae; 

15. Miliaria. 
DOSAGE AND ADMINISTRATION: A smal! amount 
should be massaged gently into the affected areas 2 or 3 
times daily, as needed 

HOW SUPPLIED: Westcort (hydrocortisone valerate) 
Cream, 0.2%, is supplied in 15 g., NOC 0072-8100-15; 
45 g., NDC 0072-8100-45; and 60 g., NDC 0072-8100- 


~~ WESTWOOD 


PHARMACEUTICALS INC 
Buffalo, New York 14213 
In Canada, Belleville, Ontario KBN5E9 
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When the indications surface... 


Net wt 1 oz 
a 


Each gram 
contains: Aerosporin* 
(Polymyxin B Sulfate) 5,000 
units, bacitracin zinc 400 units, neomy- 
cin sulfate 5 mg (equivalent to 3.5 mg neomycin 
base), special white petrolatum qs; in tubes of 1 oz 
and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutically, (as an adjunct to sys- 
temic therapy when indicated), for topical infections, 
primary or secondary, due to susceptible organisms, as 
in: infected burns, skin grafts, surgical incisions, otitis 
externa; primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia); secondarily infected 
dermatoses (eczema, herpes, and seborrheic derma- 
titis); traumatic lesions, inflamed or suppurating as a 
result of bacterial infection. Prophylactically, the 


» 
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Net wt 1/2 oz 


ointment 
may be used to 
prevent bacterial contamina- 
tion in burns, skin grafts, incisions, and 
other clean lesions. For abrasions, minor cuts 
and wounds accidentally incurred, its use may prevent 


the development of infection and permit wound healing. 


CONTRAINDICATIONS: This product is contrain- 
dicated in those individuals who have shown hypersen- 
sitivity to any of its components. Do not use in the eyes 
or in the external ear canal if the eardrum is perforated. 


WARNING: Because of the potential hazard of 
nephrotoxicity and ctotoxicity due to neomycin, care 
should be exercised when using this product in 
treating extensive burns, trophic ulceration and other 
extensive conditions where absorption of neomycin 
is possible. In burns where more than 20 percent of 
the body surface is affected, especially if the patient 
has impaired renal function or is receiving other 
aminoglycoside antibiotics concurrently, not more 
than one application a day is recommended. 


When usingnedmycin-containing products to control 


Net wt 1/32 oz 
(approx) 











secondary 
infection in the chronic 
dermatoses, it should be borne in 
mind that the skin is more liable to become 
sensitized to many substances, including neomycin. 
The manifestation of sensitization to neomycin is 
usually a low grade reddening with swelling, dry 
scaling and itching; it may be manifest simply as failure . 
to heal. During long-term use of neomycin-containing 
products, periodic examination for such signs is 
advisable and the patient should be told to discontinue 
the product if they are observed. These symptoms 
regress quickly on withdrawing the medication. 
Neomycin-containing applications should be avoided 
for that patient thereafter. 


PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. 
Appropriate measures should be taken if this occurs. 


ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been reported 
(see Warning section ). 


Complete literature available on request from 
Professional Services Dept. PML. ? 


Archives of DERMATOLOGY 


Copyright © 1979 by the AMERICAN MEDICAL ASSOCIATION 


VOL 115, NO. 6 JUNE 1979 


LETTERS TO THE EDITOR 


Pediculosis Capitis Lalit K. Bhutani, MD, New Delhi... Scabies in Blacks 
Gunnar Lomholt, MD, Helsingborg, Sweden, A. Paul Kelly, MD, Los 
Angeles . . . Castellani's Paint David A. Fisher, MD, Antioch, Calif; James J. 
Levden, MD; Albert M. Kligman, MD, PhD, Philadelphia...De Sanctis- 
Cacchione Syndrome P. V. Harrison, MRCP, Sam Shuster, PhD, FRCP, 
Newcastle-upon-Tyne, England ... Gram-Negative Folliculitis Without Sys- 
temic Antibiotics? Paul Bartholow, MD, Santa Rosa, Calif, Howard |. Maibach, 
MD, San Francisco . . . Hearing Aid Dermatitis Mark V. Dahl, MD, Minneapolis, 
William P. Jordan, Jr, MD, Richmond, Va... Mucha-Habermann's Disease 
James E. Rasmussen, MD, Buffalo ... Loeffler’s Syndrome? JoDavid Fine, 
MD, Boston; MAJ Marshall A. Guill, MC, USA; COL Richard B. Odom, MC, USA, 
Presidio of San Francisco . . . Herpes Gladiatorum William E. Laur, MD; Randal 
E. Posey, MD; Jack D. Waller, MD, Amarillo, Tex... Benign Mucous 
Membrane Pemphigoid David Jolliffe, MB, MRCP, Hong Kong . . . Basal Cell 
Epithelioma in a BCG Vaccination Scar Torben Nielsen, MD, Odense, 
Denmark 


NEWS AND NOTES 
ORIGINAL CONTRIBUTIONS 


The Actinic Cheilitis of Hereditary Polymorphic Light Eruption 
Arthur R. Birt, MD, FRCP(C), 
Georgina R. Hogg, MD, FRCP(C), Winnipeg, Manitoba ............sssssse eee 699 


Metastases in Dermatological Patients With Squamous Cell Carcinoma 
Rigmor Molier, MD; Flemming Reymann, MD; 
Klaus Hou-Jensen, MD, Copenhagen ..................... esee m 703 


Microscopically Controlled Surgery for Extramammary Paget's Disease 
Frederic E. Mohs, MD, Lucius Blanchard, MD, Madison, Wis ........................... 706 


Antibodies Eluted From Lymphoid Cell Membrane 
R. H. Cormane, MD; F. Hamerlinck, Amsterdam; 
E. Nunzi, MD, Genova, Italy ............... MOL dili ona be ls apes ot Rota diwr oo Dia A 709 


Allergic Hypersensitivity to Neomycin 
Stephen D. Prystowsky, MD; John H. Nonomura; Ronald W. Smith, MS; 
Alfred M. Alien, MD, MPH, San Francisco 


Topical Tretinoin Therapy and Oral Lichen Planus 
Kent Sloberg, DDS; Kjell Hersle, MD; Hàkan Mobacken, MD; 
Holger Thilander, DDS, PhD, Göteborg, Sweden ...........sssssssssoes 716 


Extended Clinical Use of the Argon Laser for Cutaneous Lesions 
David B. Apfelberg, MD; Morton R. Maser, MD; 
Harvey Lash, DDS, MD, Palo Alto, Calif ................. Bh WU TITRE CREME 719 


CASE REPORTS 


Primary Cutaneous Plasmacytoma 
Marcelo S. Canlas, MD, Asheville, NC; Marcus L. Dillon, MD; 
John J. Loughrin, MD, Lexington, Ky .............sssssssss HH 722 


Vasculitis Associated With Intestinal Bypass Surgery 
John A. Goldman, MD; Helen L. Casey, PhD; Eugene D. Davidson, MD; 
Theodore Hersh, MD; Donald Pirozzi, MD, Atlanta ................ sees 725 
(Contents continued on page 656) 


















EDITORIAL BOARD 





Chief Editor 
Frederick D. Malkinson, MD 
Archives of Dermatology 
1753 W Congress Parkway-Jelke-1 
Chicago, IL 60612 
(312) 942-1230 





Assistant Chief Editor 
Roger W. Pearson, MD 
Chicago 


Harry L. Arnold, Jr, MD 
Honolulu 


John H. Epstein, MD 
San Francisco 


Kimie Fukuyama, MD 
San Francisco 


Sigfrid A. Muller, MD 
Rochester, Minn 


Peter E. Pochi, MD 
Boston 


John S. Strauss, MD 
lowa City 


Denny L. Tuffanelli, MD 
San Francisco 


Gerald D. Weinstein, MD 


" 


ik At Le aa 


CONTENTS—Continued 


Plasmapheresis and Immunosuppressive Therapy 
Robert Auerbach, MD, Jean-Claude Bystryn, MD, New York .................. 728 


Hypopigmentation in Alopecia Mucinosa 
Eric Locker, MD, W. Christopher Duncan, MD, Houston ... sss 731 


Yellow Nail Syndrome 
Jere D. Guin, MD, John H. Elleman, MD, Indianapolis 


Toxoplasmosis Appearing to Be Dermatomyositis 
Jeffrey L. Pollock, MD, Philadelphia 


Sporotrichoid Cutaneous Infection due to Mycobacterium chelonei 
Kenneth E. Greer, MD; Gary P. Gross, MD; 
Stephen H. Martensen, MD, Charlottesville, Va... SMS el 738 


Topical Heat Therapy for Cutaneous Chromomycosis 
Hachiro Tagami, MD; Masatoshi Ohi, MD; Tadahiro Aoshima, MD: 
Michiko Moriguchi, MD; Noriko Suzuki; 
Mizuho Yamada, MD, Hamamatsu, Japan ............................. a a 740 


Erythema Multiforme and Urticaria 
MAJ Marshall A. Guill, MC, USA; LTC Detlef K. Goette, MC, USA; 
MAJ Christopher G. Knight, MC, USA; LTC Carl C. Peck, MC, USA: 
MAJ George P. Lupton, MC, USA, Presidio of San Francisco, Calif... 742 


Eruptive Vellus Hair Cyst 
Sungnack Lee, MD, Joong-Gie Kim, MD, Seoul, Korea ....... Pt 744 


Radionuclide Scanning in Pseudo-Kaposi's Sarcoma 
Theodore Rosen, MD; Sandy Martin, MD; Jon K. Stern, MD, Houston _._. 747 


REGULAR DEPARTMENTS 
BENED seus OD ibleiE ms. ELS AS pe 759 


Solar Urticaria Eric Van Hecke, MD, Ghent, Belgium . . . Reticulate Acropig- 
mentation of Kitamura David T. Woodley, MD; Ivor Caro, MD: Clayton E. 
Wheeler, Jr, MD, Chapel Hill, NC ... Hairy Elbows Vladimir C. Andreev, MD, 
Lubomir Stransky, MD, Sofia, Bulgaria 


tpt SORT hc rE wn ig y us ce RR d 666 


SUBSCRIPTION RATES: The rates for the ARCHIVES OF DERMATOLOGY is as follows: for members 
of the AMA, $1.50, included in the annual membership dues; for nonmembers $24 for one year, $40 
for two years in the United States and US Possessions; all other countries, one year, $34; two years, 
$60. Special yearly price to residents, interns and medical students in the United States and US 
Possessions, one year, $12; two years, $20. Address all subscription communications to Circulation- 
Fulfillment Department. Phone: (312) 751-6079. 


CHANGE OF ADDRESS: POSTMASTER, send address changes to Helen R. Mazur, Director, 
Circulation-Fulfillment. Notification of address change should be sent at least six weeks in advance, 
including both old and new address, and a mailing label taken from the most recent copy. Include 
your new zip code number. 


THE ARCHIVES OF DERMATOLOGY (ISSN 0003-987X) is published monthly by the American 
Medical Association, 535 N Dearborn St, Chicago, IL 60610, and is an official publication of the 
Association. Second-class postage paid at Chicago and at additional mailing office. 


IMPROVED 


SELSUN  ,; 


(SELENIUM SULFIDE LOTION, U.S.P.) 


* Nicer fragrance 
* Lighter color 
* Richer sudsing 


e Same efficacy 
and safety 


as the formula proved 
in millions of cases for 
over aquarter century 


BRIEF SUMMARY 


Contains: Selenium sulfide, 217296, 
w/v; bentonite; lauric diethanolamide; 
ethylene glycol monostearate; tita- 
nium dioxide; amphoteric—2; sodium 
lauryl sulfate; sodium phosphate (mon- 
obasic); glyceryl monoricinoleate; 
citric acid; captan; perfume; and 
water. 

Indications: For the treatment of dan- 
druff and seborrheic dermatitis of the 
scalp. 


Contraindications: Should not be used 
by patients allergic to any of its com- 
ponents. 


Warnings: Safety for use on infants 
has not been established. 


Precautions: Cutaneous sensitization 
of the scalp or adjacent areas has 
been reported; if sensitivity reactions 
should occur, discontinue use. Chemi- 
cal conjunctivitis may result if product 
enters the eyes. Do not use when 
acute inflammation or exudation is 
present as an increase in absorption 
may occur. 


Adverse Reactions: As with other 
shampoos, oiliness or dryness of the 
hair and scalp may occur following 
use; there have been occasional re- 
ports of an increase in the amount of 
normal hair loss. Hair discoloration 
may occur; can be avoided 
or minimized by thorough 
rinsing. 8033233 
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Selsun:..the sweet smell of success. 


(SELENIUM SULFIDE LOTION, U.S.P.) R 


* Nicer fragrance 

* Lighter color 

* Richer sudsing 

»r Brief Summary. * Same efficacy and safety 


"lease see opposite page 
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Ordinary topical cor- 
ticosteroids are generally not 
recommended when infection 
complicates dermatoses.* 

That’s why your 
patients need Vioform®- 
Hydrocortisone. 

Because Vioform- 
Hydrocortisone provides 
four-way action in just one 
preparation—antibacterial 
and antifungal, as well as 
antipruritic and anti- 
inflammatory actions. Think 
of it first for thorough, fast 
clearing of skin problems on 
Cape Cod...or on any beach. 


*This drug has been evaluated as possibly 
effective for these indications. 


Vioform-Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National 
Academy of Sciences-National Research 
Council and/or other information, FDA has 
classified the indications as follows: 
“Possibly” effective: Contact or atopic der- 
matitis; impetiginized eczema; nummular 
eczema; infantile eczema; endogenous 
chronic infectious dermatitis; stasis dermati- 
tis; pyoderma; nuchal eczema and chronic 
eczematoid otitis externa; acne urticata; 
localized or disseminated neurodermatitis; 
lichen simplex chronicus; anogenital pruri- 
tus (vulvae, scroti, ani); folliculitis; bacterial 
dermatoses; mycotic dermatoses such as 
tinea (capitis, cruris, corporis, pedis): 
moniliasis; intertrigo. 

Final classification of the less-than-effective 
indications requires further investigation 


CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or any 
of its ingredients or related compounds; lesions of 
the eye; tuberculosis of the skin; most viral skin 
lesions (including herpes simplex, vaccinia, and 
varicella) 


187-90097 





All clear 
inCape Cod 


WARNINGS 

This product is not for ophthaimic use. 

In the presence of systemic infections, appropriate 
systemic antibiotics should be used. 

Usage in Pregnancy 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, tne safety of 
their use in pregnant women has not been abso- 
lutely established. In laboratory animals, increases 
in incidence of fetal abnormalities have been asso- 
ciated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage 
levels. Therefore, drugs of this class should not be 
used extensively on pregnant patients in large 
amounts or for prolonged periods of time. 
PRECAUTIONS 

May prove irritating to sensitized skin in rare Cases. 
If irritation occurs, discontinue therapy. Staining of 
skin and fabrics may occur. Additionally, there are 
rare reports of discoloration cf hair and nails. 

Signs and symptoms of systemic toxicity, electro- 
lyte imbalance, or adrenal suppression have not 
been reported with Vioform-Hydrocortisone. Never- 
theless, the possibility of suppression of the 
pituitary-adrenal axis during therapy should be kept 
in mind, especially when the drug is used under 
occlusive dressings, for a prolonged period, or for 
treating extensive cutaneous areas since signifi- 
cant absorption of corticosteroid may occur under 
these conditions, particularly in children and 
infants 

Vioform may be absorbed through the skin and 
interfere with thyroid function tests. If such tests are 
contemplated, wait at least one month between 
discontinuation of therapy and performance of 
these tests. The ferric chloride test for phenyl- 
ketonuria (PKU) can yield a false-positive result if 
Vioform is present in the diaper or urine. 

Prolonged use may result in overgrowth of nonsus- 
ceptible organisms requiring appropriate therapy. 
ADVERSE REACTIONS 

There have been a few reports of rash and hyper- 
sensitivity. The following loca! adverse reactions 
have been reported with topical corticosteroids, 
especially under occlusive dressings: burning; itch- 
ing; irritation; dryness; folliculitis; hypertrichosis; 
acneiform eruptions; hypopigmentation; perioral 
dermatitis; allergic contact dermatitis; maceration 
of the skin; secondary infection; skin atrophy; 
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striae; miliaria. Discontinue therapy if any untoward 
reaction Occurs. 

DOSAGE AND ADMINISTRATION 

Apply a thin layer to the affected parts 3 or 4 times 
daily. 

The Cream, because of its slight drying effect, is 
primarily useful for moist, weeping lesions; the 
Lotion is particularly suitable for application behind 
the ears and in intertriginous areas of the body; the 
Ointment is best used for dry lesions accompanied 
by thickening and scaling of the skin. 

The Mild Cream and Mild Ointment should be used 
when treating lesions involving extensive body 
areas or less severe dermatoses. 

HOW SUPPLIED 

Cream, 396 iodochlorhydroxyquin and 196 hydro- 
cortisone in a water-washable base containing 
stearyl alcohol, cetyl alcohol, stearic acid, petro- 
latum, sodium lauryl sulfate, and glycerin in water; 
tubes of 5 and 20 Gm. 

Ointment, 396 iodochlorhydroxyquin and 196 
hydrocortisone in a petrolatum base; tubes of 

20 Gm. 

Lotion, 396 iodochlorhydroxyquin and 196 hydro- 
cortisone in a water-washable base containing 
stearic acid, cetyl alcohol, lanolin, propylene 
glycol, sorbitan trioleate, polysorbate 60, 
triethanolamine, methylparaben, propylparaben, 
and perfume Flora in water; plastic squeeze bottles 
of 15 ml. 

Mild Cream, 396 iodochlorhydroxyquin and 0.596 
hydrocortisone in a water-washable base contain- 
ing stearyl alcohol, cetyl alcohol, stearic acid, pet- 
rolatum, sodium lauryl sulfate, and glycerin in 
water; tubes of Ve and 1 ounce. 

Mild Ointment, 396 iodochlorhydroxyquin and 0.596 
hydrocortisone in a petrolatum base; tubes of 

1 ounce. 
665662 C79-1 (5/79) 
CIBA Pharmaceutical Company 

Division of CIBA-GEIGY Corporation 

Summit, New Jersey 07901 
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RSISTINEA VERSICOLOR 


(Malassezia furfur infection) 


® LOTION — 
SOOO INVER 7 


Specific diagnosis requires specific therapy. If the 
diagnosis is Malassezia furfur infection, Tinver Lotion, the 
specific for tinea versicolor, is indicated. 


Not just antifungal. 

Unlike some broad spectrum antifungals which may 
only inhibit Malassezia furfur growth, Tinver combines the 
desquamating action of salicylic acid with sodium thio- 
sulfate to actually eliminate tunneling fungi. 


Specific treatment costs less. 

‘ Tinver application is a cost-effective treatment method, 
as well. Total tinea control typically requires repeated 
applications of medication. However, a Tinver prescription 
— costing up to 10 times less than broad spectrum 
antifungals — can result in significant patient savings. 


Recommended treatment. 

Tinver is more than just “acceptable therapy.” Selenium 
sulfide shampoos are not indicated for tinea. The specific 
Tinver formulation, however, is cited in Andrews’ Diseases 
of the Skin as having “proved to be excellent’ in the 
control of tinea versicolor. 


'Domonkos AN: Andrews’ Diseases of the Skin, 6th ed., W.B. Saunders, Philadelphia, 1974. 
(04979 BARNES-HIND PHARMACEUTICALS, INC 





Description: Sodium 
thiosulfate 25%, salicylic 
acid 1%, isopropyl! alcohol 
1096, propylene glycol, men- 
thol, edetate disodium, 
colloidal alumina, and 
purified water. 


Indications: For topical 
use in the treatment of 
tinea versicolor (Malas- 
sezia furfur infection). 


Precautions: If signs of irri- 
tation or sensitivity develop. 
discontinue use. Do not 

use on or about the eyes. 


Administration: Thoroughly 
wash, rinse and dry the 
affected areas before 
application of medication. 
Apply a thin film of lotion 
to all affected areas and 
other susceptible creas 
twice a day. Although 
diagnostic evidence of the 
disease may disappear in 
a few days, it is advisable 
to continue treatment for 

a much longer period. 
Clothing should be boiled 
to prevent reinfection. 

How Supplied: 6 fl. oz. 
plastic dispenser bottles. 
Caution: U.S. Federal law 
prohibits dispensing 
without prescription. 


BARNES-HIND PHARMACEUTICALS, INC 
895 Kifer Road. Sunnyvale. California 94086 


OF THE HUMAN TERRAIN. BARNES-+HINE 


k 


i; 
i 


DIS 


mer 
< 


REE, 


T5 


4 


* 


ORZYCDTIERENVOO TET ETT 
erre TM 


ok 


TEE =e 








“Atopic skin - 
. takes soecia 
handling: 







a New 
Uticor 
(betamethasone 

benzoate) 





R) 
E "eti 
a b 





Betamethasone Benzoate in a Cetaphil" lotion base 


Free of fats and oils 

New UTICORT LOTION has been specially formulated in 
accord with a well-accepted principle in the manage- 
ment of atopic dermatitis —strict avoidance of animal and 
vegetable fats on the skin.’ The Cetaphil lotion vehicle is 
free of all fats and oils which often induce sweat reten- 
tion, irritation, or itching. This lipid-free formulation helps 
ensure that new UTICORT LOTION will relieve your 
patient's atopic symptoms and not exacerbate them. 


Promptly relieves itching 

New UTICORT LOTION contains betamethasone 
benzoate, a potent fluorinated corticosteroid. It rapidly 
eases the itch and relieves the inflammation of atopic 
dermatitis, helping to minimize excoriation and secondary 
infection. UTICORT LOTION is also effective for other 
steroid-responsive dermatoses, including contact and 
seborrheic dermatitis. 


Cools and soothes inflamed skin 

New UTICORT LOTION shares all of the desirable proper- 
ties that have made Cetaphil a favorite with derma- 
tologists and their atopic dermatitis patients for over a 
decade. It gently cools and soothes inflamed skin with 
minimal irritation. 


Economical therapy 

New UTICORT LOTION spreads very easily, so a little 
goes a long way. The inherent economy of the lotion form 
and the documented acceptance of the Cetaphil lotion 
vehicle make UTICORT LOTION an excellent choice for 
maintenance treatment of atopic dermatitis. 

Reference: 


1. Scholtz JR: Management of atopic dermatitis. California Medicine 
109:910-916, March 1965. 


*Cetaphil (lipid-free skin cleanser) is a registered trademark of Texas 
Pharmacal Company. 
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Brief Summary of Prescribing Information 

Uticort* Lotion (betamethasone benzoate) 0.025% 

For External Use Only 

Caution — Federal law prohibits dispensing without prescription. 
INDICATIONS: Uticort Lotion (betamethesone benzoate) is intended for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated in viral diseases of 
the skin and in those patients with a history of hypersensitivity to any of the 
components of the preparation 

PRECAUTIONS: If irritation develops, Uticort Lotion (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted. 

In the presence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been 
adequately controlled. 

If extensive areas are treated or if the occlusive technique is used there will 
be increased systemic absorption of the corticosteroid, and suitable precautions 
should be taken, particularly in children and infants 


Although topical steroids have not been reported to have an adverse effect 
on human pregnancy, the safety of their use in pregnant women has not been es- 
tablished absolutely. In laboratory animals, increases in incidence of fetal abnor- 
malities have been associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of 
this class should not be used extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 

Uticort Lotion (betamethasone benzoate) is not for ophthalmic use. 

ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids, especially under occlusive dressings: burning, itch- 
ing, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae and miliaria. 

DOSAGE AND ADMINISTRATION: Apply to affected areas two to four times 
daily as needed. 

HOW SUPPLIED: Uticort Lotion 0.025%is supplied as: N 0071- 3029-11 (Stock 
99-3099-65)— 15 ml plastic bottle. N 0071-3099-15 (Stock 99-3099-93)— 60 ml 
plastic bottle. WL 
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instituted. 

In the presence of an infection, the use of an 
appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does 
not occur promptly, the corticosteroid should be 
discontinued until the infection has been ade- 
quately controlled. 

If extensive areas are treated or if the occlusive 
technique is used, there will be increased sys- 
temic absorption of the corticosteroid and suitable 
precautions should be taken, particularly in chil- 
dren and infants. 

Although topical steroids have not been re- 
ported to have an adverse effect on pregnancy, 
the ates by their uses in pregnant women has not 
absolutely been established. In laboratory ani- 
mals, increases in incidence of fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases 
at rather low dosage levels. Therefore, drugs of 
; | this class should not be used extensively on preg- 
EC COL a ei yin LA pA nant patients, in large amounts, or for prolonged 
i ; ' l periods of time. 
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without prescription. For external use only. 

g How Supplied: Tridesilon (desonide) 0.05% 
Creme and Ointment are supplied in 15 and 60 
gram tubes. Tridesilon (desonide) 0.05% Creme is 


(R) also supplied in 5 pound jars. 
e References: 1. Stewart WD, et al: Can Med Assoc J 
108:33, 1973. 2. Bluefarb S: nt J Dermatol 11:73, 1972. 3. 
° Reque PG: J Med Assoc State Ala 42:1, 1972. 4. Donsky 
HJ: Cutis 9:46, 1972. 5. Gentry WC Agel ge Goltz 


RW: Arch Dermatol 107:870, 1973. 6. Smith EB, Gregory 
Barsky. 4 
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Instructions for Authors 


Send manuscripts by first-class mail to Chief Editor, Frederick 
D. Malkinson, MD, Archives of Dermatology, 1753 West Congress 
Parkway-Jelke-1, Chicago, IL 60612, (312) 942-1230. Manuscripts 
are received with the understanding that they are not under 
simultaneous consideration by another publication. Accepted 
manuscripts become the permanent property of the ARCHIVES and 
may not be published elsewhere without permission from the 
publisher (AMA). 


In addition, in view of The Copyright Revision Act of 1976, effective 
Jan 1, 1978, transmittal letters to the editor should contain the 
following language: *In consideration of the American Medical Asso- 
ciation's taking action in reviewing and editing my submission, the 
author(s) undersigned hereby transfers, assigns, or otherwise conveys 
all copyright ownership to the AMA in the event that such work is 
published by the AMA." We regret that transmittal letters not 
containing the foregoing language signed by all authors of the 
submission will necessitate delay in review of the manuscript. 


Author Responsibility.— All accepted manuscripts are subject to 
copy editing. The author will receive an edited typescript rather 
than galley proofs for approval. The author is responsible for all 
statements in his work, including changes made by the copy 
editor. 

Designate one author as correspondent and provide his address 
and telephone number. Order reprints at the time the typescript is 
returned after editorial processing. Specify address to which 
requests for reprints should be sent. 


Manuscript Preparation.—Submit an original typescript and two 
high-quality copies of the entire manuscript. All copy (including 
references, legends, and tables) must be typed double-spaced on 22 
x 28-cm (8% x ll-inch), heavy-duty white bond paper. Ample 
margins should be provided. 

Refer to patients by number (or, in anecdotal reports, by 
fictitious given names). Real names or initials should not be used 
in the text, tables, or illustrations. 


Titles.—Titles should be short, specific, and clear. They should 
not exceed 42 characters per line, including punctuation and 
spaces, and be limited to two lines, if possible. The title page 
should include the full names and academic affiliations of all 
authors, the address to which requests for reprints should be sent, 
and, if the manuscript was presented at a meeting, the name of 
the organization, place, and date on which it was read. 


Style of Writing.— The style of writing should conform to accept- 
able English usage and syntax. Slang, medical jargon, obscure 
abbreviations, and abbreviated phrasing are to be avoided. 


Informed Consent.— Manuscripts reporting the results of experi- 
mental investigations of human subjects must include a statement 
to the effect that informed consent was obtained after the nature 
of the procedure(s) had been fully explained. 


Abstract.— Provide an abstract (135-word maximum) of the arti- 
cle, including statements of the problem, method of study, results, 
and conclusions. The abstract replaces the summary. 


References.— List references in consecutive numerical order (not 
alphabetically). Once a reference is cited, all subsequent citations 
should be to the original number. All references must be cited in 
the text or tables. Unpublished data and personal communications 
should not be listed as references. References to journal articles 
should include (1) author(s), (2) title, (3) journal name (as abbre- 
viated in Index Medicus), (4) volume number, (5) inclusive page 
numbers, and (6) year, in that order. References to books should 
include (1) author(s), (2) chapter title (if any), (3) editor (if any), (4) 
title of book, (5) city of publication, (6) publisher, and (7) year. 
Volume and edition numbers, specific pages, and name of transla- 
tor should be included when appropriate. The author is responsible 
for the accuracy and completeness of the references and for their 
correct text citation. 


Metrication.— All measurements must be in metric units. English 
units may also be given parenthetically if the measurements were 
originally done in English units. 


Hllustrations.—Use only those illustrations that clarify and 
augment the text. Submit illustrations in duplicate, unmounted 
and untrimmed. Do not send original artwork. Send high-contrast 
glossy prints (not photocopies). Figure number, name of senior 
author, and arrow indicating “top” should be typed on a gummed 
label and affixed to the back of each illustration. All lettering must 
be legible after reduction to column size. Artwork submitted for 
publication may be relettered to achieve uniformity of lettering 
style throughout the journal. Magnification and stain should be 
provided when pertinent. Illustrations should preferably be in a 
proportion of 12.5 x 18 em (5 x 7 inches). 

Illustrations in full color are accepted for publication if the 
editors believe that color will add significantly to the published 
manuscript. The ARCHIVES will pay part of the expense of repro- 
duction and printing color illustrations, the remainder to be borne 
by the author or his sponsor. After deducting the ARCHIVES 
contribution, the author's share is $275.00 for up to six square- 
finished illustrations that can be arranged on a one-page layout. 
Any additional illustrations or special effects will be billed to the 
author at cost. Positive color transparencies (35 mfn preferred) 
must be submitted for an evaluation. Do not send color prints 
unless accompanied by original transparencies. All transparencies 
should be carefully packed and sent with the manuscript. 


Legends.— Legends should be typed double-spaced, beginning on 
a separate sheet of paper. Limit length to a maximum of 40 
words. 


Photographic Consents.— A letter of consent must accompany all 
photographs of patients in which a possibility of identification 
exists. It is not sufficient to cover the eyes to mask identity. 


Acknowledgments.— Illustrations from other publications must be 
acknowledged. Include the following when applicable: author(s), 
title of article, title of journal or book, volume number, page(s), 
month, and year. The publisher's permission to reprint should be 
submitted to the ARCHIVES. 


Statistical Review.—Manuscripts containing statistical evalua- 
tions should include the name and affiliation of the statistical 
reviewer. 


Tables.— Each table should be typed double-spaced, including all 
headings, on a separate sheet of 22 x 28-cm (8% x 11-inch) paper. 
Do not use larger size paper. If a table must be continued, use a 
second sheet and repeat all heads and stubs. Each table must have 
a title. 


Short Reports.— These manuscripts usually concern a single case 
report. Text must be typewritten, double-spaced, with not more 
than six references, and should not exceed 600 words. If tables or 
figures are elements of the manuscript, please limit text length to 
400 words with a total of either three figures or tables, or a 
combination of both. Tables must not exceed 12 lines in depth, 
including the title. For manuscripts containing either one figure 
and one table, or two figures or two tables, maximum text length 
is 500 words. Manuscripts with text only may contain up to 600 
words. The usual synopsis-abstract should be omitted. 


Letters.— All correspondence to the editor submitted for publica- 
tion must be typewritten, double-spaced, with no more than five 
references and two figures (submitted in duplicate). They should 
not exceed 500 words in length. Submit three copies of each letter. 
Letters are published as space permits, and they are subject to 
editing at the discretion of the editor. Receipt of letters is not 
acknowledged. 
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Periactin 


(Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosina peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodena! obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
‘elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 
occur—fatique. confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, agranulocytosis, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or ¥% iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 





MSD For more detailed information, 

SHARA consult your MSD representative or 
see full Prescribing Information. 

Merck Sharp & Dohme, Division of 

Merck & Co., INC., West Point, Pa. 19486 








How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- containing 4 mg 
dine HCl in each of cyprohepta- 
5-ml teaspoonful dine HCl each 
(with alcohol 596) 


Recommended Dosage 

























Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 

l teaspoonful 6t onfuls 
or 1/2 tablet, or 3 tablets 


b.i.d. or t.i.d. 


Children—7 to 14 years 
Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8t nfuls 
or 1 et bid. or4tablets 
or t.i.d. 


Adults 


















Maximum 





Usual daily dosage 
dosage 0.23 mg per Ib 
2teaspoonfuls per day 
orltablet,tid. or 0.5 mg per 


kilo per day 







Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 





PEDIATRIC 
DERMATOLOGY 
FELLOWSHIP 


Available January, 1980 


One year clinical and 
research activities. 
Harvard Dermatology 
Training Program affil- 
iation. Preferred: eligi- 
bility for boards in 
internal medicine or 
pediatrics. 


For applications, write: 
Arthur R. Rhodes, M.D. 
Division of Dermatology. 


Hose? 


MEDICAL CENTER 
300 Longwood Ave., 
Boston, Mass. 02115 





An Affirmative Action 
Equal Opportunity Employer 





Introducing 


DISEASES DUE TO IMMUNE MECHANISMS: Immuno- 
logic and Clinical Aspects. October 7-11, 1979, Sones- 
ta Beach Hotel, Key Biscayne, Florida. Sponsored by 
the Section on Allergy-Clinical Immunology, University 
of Pittsburgh School of Medicine and the Veterans 
Administration Medical Center, Pittsburgh, Pennsyl- 
vania. A distinguished faculty will present recent 
advances in this field. 


Address inquiries to: 
Leo H. Criep, M.D. 
Course Director 
Division of Continuing Education 
1022 Scaife Hall 
University of Pittsburgh School of Medicine 
Pittsburgh, PA 15261 


Telephone: 412/624-2653 


Dermatology Update 


Reviews for Physicians * 1979 Edition 


Editor-in-Chief: 
Samuel L. Moschella, M.D., Chairman, Dept. of Allergy 
and Dermatology, Lahey Clinic, Boston, Massachusetts 


Editorial Board 

Thomas B. Fitzpatrick, Harvard University 

James J. Herndon, Jr., University of Texas at Dallas 

Gerald S. Lazarus, Duke University 

Lawrence M. Solomon, University of Illinois at the 
Medical Center, Chicago 

Richard K. Winkelmann, Mayo Clinic 


Dermatology Update represents the first volume in a new 
annual series designed to give the dermatologist, family 
physician, pediatrician, house officer and student of medi- 
cine a concise overview of the important breakthroughs 
in research each year as well as a clear indication of the 
importance of these advances for daily clinical practice. 


Contents 

Advances in Systemic Mycoses. Prenatal Diagnosis of 
Heritable Skin Diseases. Mycobacterial Infections of the 
Skin. Cutaneous Malignant Melanoma: Current Status. 
Hyperlipidemia and Xanthomatosis. Systemic Disease 
and Light. Localized Scleroderma, Including Eosinophilic 


Faciitis. New Knowledge of Scleroderma, Including 
Eosinophilic Fasciitis. Mixed Connective Tissue Disease. 
Cutaneous T-Cell Lymphoma. Herpes Simplex and 
Herpes Zoster and Their Management. Heritable Dis- 
orders of Connective Tissue. The Neutrophilic Derma- 
toses. Pseudomalignant and Pseudobenignant Lesions and 
the Skin and Subcutaneous Tissues. Pyoderma Gangre- 
nosum: New Concepts in Etiology and Treatment. HLA 
in Dermatology. Bullous Diseases. Life-Threatening 
Dermatoses of Childhood. Vitiligo: Its Relationship to 
Systemic Disease. Cutaneous Necrotizing Venulitis. 
Index. 


1979 464p. $24.95 cloth ISBN 0-444-00290-1 


Note: Updates are also available in the following special- 
ties: psychiatry, pediatrics, cardiology, clinical immu- 
nology and drug therapeutics. 


Order from your regular bookseller or from 


ELSEVIER NORTH HOLLAND, INC. 


52 Vanderbilt Avenue, New York, New York 10017 


Price subject to change without notice. 5-135 
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) ATOPIC DERMATITIS 


8 patients; 100% improved? 
(0.1% Cream) 

-. 82 patients; 100% improved® 

' (0.196 Cream) 

27 patients; 96% improved’? 

(0.1% Cream) 

14 patients; 10096 improved"? 
. (0.1% Cream) 

- 171patients; 92% improved’? 

— .. (0.1% Solution) 

249 patients; 92% improved’? 

(0.02596 Cream) 

- 214 patients; 95% improved? 

1 (0.196 Ointment) 

- 247 patients; 93% improved?' 

—— (0.025% Ointment) 


-. 83 patients; 100% improved' 
— . (0.196 Cream) 


- . (0.196 Cream) 
204 patients; 95% improved? 
(0.196 Cream) 
65 patients (12 with occlusion); 


23 patients; 78% improved? 


- 252 patients; 97% improved’? 
t... (0.1976 Cream) 

.. 20 patients; 100% improved’? 
—— . (0.1% Cream) 





EFFECTIVENESS LISTING 


) CONTACT DERMATITIS 


) ECZEMATOID DERMATITI 


100% improved? (0.1% Cream) 


8 patients; 10096 improved'? 
(0.195 Cream) 


b NEURODERMATITIS 


12 patients; 8396 improved? 
(0.1% Cream) 

18 patients; 89% improved® 
(0.196 Cream) 


> PSORIASIS 


45 patients; 95% improved? 
(0.1% Cream) 
153 patients; 9496 improved* 
(0.196 Cream) 
23 patients; 96% improved’ 
(0.196 Cream) 
45 patients (17 with occlusion); 


95.5% improved? (0.1% Cream) 


49 patients (with overnight 
occlusion); 
96% improved? (0.196 Cream) 
140 patients; 94% improved’? 
(0.196 Cream) 


S 53 patients; 98% improved’? 


(0.1% Cream) 

32 patients; 100% improved’? 
(0.1% Cream) 

60 patients; 95% improved" 
(0.1% Cream) 

50 patients; 96% improved'5 
(0.1% Cream) 

27 patients; 96% improved'* 
(0.1% Solution) 





HALOG (HALCINONIDE) 


105 patients; 10096 improved" 
(0.196 Cream) 

194 patients; 78% improved'* 
(0.1% Solution) 

184 patients; 72% improved"? 
(0.02596 Cream) 

166 patients; 8796 improved?° 
(0.1% Ointment) 

279 patients; 73.5% improved?" 
(0.025% Ointment) 


» LOCAL 
ADVERSE REACTIONS 


O%of 33 patients’ (0.1% Cream) 
O%of 88 patients? (0.1% Cream) 
3% of 140 patients? (0.1% Cream) 
O96 of 59patients* (0.1% Cream) 
1% of 457 patients* (0.1% Cream) 
O95 0f 23 patients? (0.1% Cream) 
0% of 132 patients* (0.1% Cream) 
O96 0f 49patients? (0.1% Cream) 
5% of 410 patients'* (0.196 Cream) 
O96 0f 27 patients" (0.1% Cream) 
2% of 100 patients'? (0.1% Cream) 
2% 0f 50 patients’: (0.1% Cream) 


O96 0f 27 patients'* (0.1% Solution) 
2.6% of 380 patients'®(0.1% Solution) 


O96 (Draize Test) of 251 volunteers'? 
(0.196 Solution) 


3% of 456 patients'*(0.02596 Cream) 


O96 (Draize Test) of 220 volunteers'? 
(0.02596 Cream) 


0.25% of 400 pts?*(0.196 Ointment). 


0% (Draize Test) of 251 volunteers?° 
(0.1% Ointment) 


0.7% of 542 pts?'(0.02596 Ointment) 


> HALOG CREAM 0.1% 


Halcinonide Cream 0.1% 


Contact Dermatitis (33 patients), 
97% improved’ 

Atopic Dermatitis, Psoriasis, 
Eczematoid Dermatitis, 
Neurodermatitis 
(88 patients); 90% improved? 

Psoriasis (23 patients); 

96% improved’ 

Psoriasis (49 patients); 

96% improved? (with overnight 
occlusion) 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis, 
Neurodermatitis 
(47 patients); 98% improved‘ 

Psoriasis(60 pts)}95% improved'^ 


Neurodermatitis, Atopic Dermatitis, 
Psoriasis, Eczematoid Dermatitis 


(59 patients); 98% improved 
Psoriasis (50 patients); 

96% improved'5 
Atopic Dermatitis, Psoriasis, 

Neurodermatitis, 

Eczematoid Dermatitis 

(457 patients); 96% improved® 
Psoriasis (105 patients); 

100% improved"? 
Eczematoid Dermatitis, 

Psoriasis (110 patients— 

12 eczematoid 

and 17 psoriasis cases 

had occlusive 

dressings); 98% improved? 
Atopic Dermatitis, Eczematoid 

Dermatitis, Psoriasis 

(27 patients); 88% improved " 
Eczematoid Dermatitis, Psoriasis 

(392 patients); 96% improved'? 
Eczematoid Dermatitis, Atopic 

Dermatitis, Psoriasis 


(100 patients); 98% improved’? 
Atopic Dermatitis, Psoriasis, 

Eczematoid Dermatitis 

(54 patients); 10096 improved '? 


b HALOG SOLUTION 0.1% 


Halcinonide Solution O.196 


Psoriasis (27 patients); 
96% improved'® 

Atopic Dermatitis (171 patients): 
92% improved’? 

Psoriasis (194 patients); 
78% improved'* 


P HALOG OINTMENT 0.1% 


ae 


Halcinonide Ointment O. 195 


Atopic Dermatitis (214 patients); 
95% improved?° 

Psoriasis (166 patients); 
87% improved?° 


P HALOG CREAM 0.025% 


Halcinonide Cream 0.025% 


Psoriasis (184 patients); 
72% improved'? 

Atopic Dermatitis (249 patients). 
92% improved'? 


P HALOG OINTMENT 0.025% 


Halcinonide Ointment 0.025% 


Atopic Dermatitis (247 patients); 
93% improved?" 


Psoriasis (279 pts); 73.5% improved?" 
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7 MALOG" (HALCINONIDE) 


HALOG * (Halcinonide) 
CREAM/OINTMENT/SOLUTION 

Halog Cream 0.025% (Halcinonide Cream 
0.025%) and Halog Cream 0.1% (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 
cinonide per gram, respectively, in a specially for- 
mulated cream base. Halog Ointment 0.025% 
(Halcinonice Ointment 0.025%) and Halog Oint- 
ment 0.196 (Halcinonide Ointment 0.196) contain 
0.25 mg and 1 mg ha!cinonide per gram, respec- 
tively, in Plastibase* (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.1%) per ml. 


` CONTRAINDICATION: Topical steroids are con- 


traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 
PRECAUTIONS: General —f irritation develops, 
discontinue the product and institute appropriate 
therapy. In presence of an infection, institute use cf 
a suitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid until the infection has 
been adequately controlled. If extensive areas are 
treated or if the occlusive technique is used, there 
will be increased systemic absorption of the cor- 
ticosteroid and suitable precautions should be 
taken, particularly in children and infants. These 
preparations are not for ophthalmic use. 
Usage in Pregnancy —Although topical steroids 
have not been reported to have an acverse effect on 
human pregnancy, the safety of their use in preg- 
nant women has not been absolutely established. 
In laboratory animals, increases in incidence of 
fetal abnormalities have been associated with ex- 
posure of gestating females to topical corticoste- 
roids—in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 
Occlusive Dressing Technique —The use of occlu- 
sive dressing increases the percutaneous absorp- 
tion of corticosteroids. For patients with extensive 
lesions it may be preferable to use a sequential 
approach, occluding one portion of the body ata 
time. Keep the patient under close observation if 
treated with the occlusive technique over large 
areas and over a considerable period of time. Occa- 
sionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 
paired if large areas of the body are covered. Dis- 
continue use of the occlusive dressing if elevation of 
the body temperature occurs. Occasionally, a pa- 
tient may develop a sensitivity reaction to a particu- 
lar occlusive dressing material or adhesive and a 
substitute materia! may be necessary. If infection 
develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial 
therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive.dressings: 
burning sensations, itching, irritation, dryness, fol- 
liculitis, nypertrichosis, acneform eruptions, 
perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secon- 
dary infection, skin atrophy, striae, and miliaria. 
For full prescribing information, consult package 
inserts. 
HOW SUPPLIED: 0.025% Cream in tubes of 15g 
and 60 gand in jars of 240 g (8 oz); 0.1% Cream 
in tubes of 15g, 30 g, and 60 g and in jars of 240g 
(8 oz); 0.02596 Ointmentin tubes of 15 g and 60g 
and in jars of 240 g (8 oz); 0.1% Ointment in tubes 
of 15g, 30g, and 60 gand in jars of 240 g (8 oz); 
0.196 Solution in plastic squeeze bottles of 20 ml 
and 60 ml. 





THE PHYSIOLOGY AND 
PATHOPHYSIOLOGY 
OF THE SKIN 


VOLUME 5 
Edited by A. JARRETT 


This outstanding series of reference works 
on the physiology of skin and its disorders 
has been widely accepted and frequently 
praised. The series aims to provide a com- 
prehensive survey of the literature, thereby 
sparing dermatologists, medical graduates, 
and biologists the painstaking task of search- 
ing through the proliferation of papers and 
monographs scattered throughout journals 
of many different disciplines. 

1979, 368 pp., $46.50 ISBN: 0-12-380605-4 

Send payment with order and save postage and 


handling charge. 
Prices are subject to change without notice. 


ACADEMIC PRESS, INC. 


A Subsidiary of Harcourt Brace Jovanovich, Publishers 


111 FIFTH AVENUE, NEW YORK, N.Y. 10003 
24-28 OVAL ROAD, LONDON NW1 7DX 


U.V. PHOTOTHERAPY RADIOMETER 
for PHOTOCHEMOTHERAPY of 
PSORIASIS 


Features: 


Direct readout in milliwatts/cm?. 
Spectral response to match the photosensitization of skin. 
Sensitivity from 0.3 to 100 milliwatts/cm?, full scale. 
Wide field of view to match the cosine receiving function of 
human skin. 
Small, rugged and battery operated for full portability and 
safety. 

L.E.D. battery status indicator lamp. 

Silicon photodiode detector for maximum stability.. 


Write Dept. A 


international light.. 


Specialists in Light Measurement 
DEXTER INDUSTRIAL GREEN 
NEWBURYPORT, MA. 01950 617-465-5923 





Atopic allergy? 





Case history 
Phadebas IgE PRIST"! 


A simple serum sample will help to establish the presence 
of atopic disease, safely and easily. 
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Phadebas RAST"! 


The same serum sample will enable the identification 
of the offending allergen; safely and easily. 










Parasitic 
infestation? 











Pharmacia Diagnostics AB Pharmacia 
Uppsala - Sweden Diagnostics 
Argentina: Lab. Dr. Gador y Cia.. BUENOS AIRES, tel. 01-32-6333 Great Britain: Pharmacia (Great Britain) Ltd., HOUNSLOW. tel. 01-5727321 

Australia: Pharmacia (South Seas) Pty. Ltd.. NORTH RYDE N.S.W, tel. 02-888-3622 Italy: Importex Chimici Farmaceutici S.p.A., TRIESTE, tel. 40-820521 

Austria: Schoeller-Pharma GmbH, Wien, tel. 222-743641 Japan: Pharmacia (Japan) K.K., TOKYO 150, tel. 03-4064995 

Belgium: N.V. Pharmacia Belga S.A.. BRUSSELS, tel. 02-6486490 Mexico: Instrumental Teknion S.A., MEXICO, tel. 05-564-84-21 

Brazil. Emp. Medimex Importação e Comercio Ltda., RIO DE JANEIRO, tel. 021-223-2564 the Netherlands: Pharmacia Nederland B.V.. DEN HAAG. tel. 070-210251 
Canada:Pharmacia (Canada) Ltd., DORVAL, Quebec, tel. 514-684-8881 Norway: Norsk Pharmacia A/S, OSLO, tel. 02-209735 

Chile: Quimica ALFA S.A., SANTIAGO DE CHILE, tel. 02-576824 Portugal: J.A. Baptista D'Almeida Lda., LISBOA, tel. 19-534151 

Denmark: Pharmacia AS, HILLEROD, tel. 03-265200 Spain: Atom, BARCELONA, tel. 03-2135002 

Eastern Europe: Pharmacia GmbH, WIEN, tel. 222-855289 Sweden: Pharmacia Norden AB, Avd. Diagnostika, UPPSALA, tel. 018-156040 

Finland: Pharmacia OY, ESBO. tel. 90-461766 Switzerland: Pharmacia - pdf - (Schweiz) A.G., ZURICH, tel. 01-556077 

France: Pharmacia France S.A., LE CHESNAY, tel. 01-9549060 USA: Pharmacia Diagnostics, Div. of Pharmacia inc., PISCATAWAY, N.J., tel. 201-469-1222 
German Federal Republic: Deutsche Pharmacia GmbH, FREIBURG, tel 0761-41011 Venezuela: C. Muskus C.R.L., CARACAS, tel. 02-335377 


Other Countries: Pharmacia International AB, Box 181, S-751 04 UPPSALA 1, Sweden. tel. 018-111100 
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Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. They 
must be typewritten, double-spaced, with not more than five references and two 
figures in duplicate; they should not exceed 500 words in length. Three copies of all 
letters are required and they are subject to editing. Letters are not acknowledged. 
For other details, including copyright procedure, see "Instructions for Authors.” 


Pediculosis Capitis 


To the Editor.—I was most intrigued 
by Dr Litt’s explanation regarding 
the rarity of pediculosis capitis in 
blacks in the July ARCHIVES (114:1099, 
1978). This is typical of the famous 
tale of “five blind men and the 
elephant.” I wish Dr Litt had done 
some more homework before rushing 
off to John Epstein’s postbox. There 
are other populations in this mortal 
world that use hair oils and creams 
fairly regularly and liberally. In most 
parts of the Indian subcontinent, hair 
oil is used daily after the bath and 
pediculosis capitis is not exactly un- 
known in this part of the world! We 
have, by our epidemiologic and in 
vitro and in vivo studies,'^ shown that 
vegetable hair oils prevent the growth 
of dermatophytes in the culture 
medium, prevent penetration of the 
human scalp hair, and reduce the 
duration of infection of experimen- 
tally induced dermatophytosis in 
guinea pigs. 

Perhaps the laconic reply from 
JAMA, “the reason is not known,” is 
not all that cynical. 

LALIT K. BHUTANI, MD 
New Delhi 


1. Hajini GH, Kandhari KC, Mohapatra LN, et 
al: Effects of hair oils and fatty acids on the 
growth of dermatophytes and their in-vitro pene- 
tration of human scalp hair. Sabouraudia 8:174- 
176, 1970. 

2. Abraham A, Mohapatra LN, Kandhari KC, 
et al: The effects of some hair oils and unsatu- 
rated fatty acids on experimentally induced 
dermatophytosis. Dermatologica — 151:144-148, 
1975. 


Scabies in Blacks 


To the Editor.-In the August AR- 
CHIVES, Dr A. Paul Kelly reports that 
he has never, in his clinic with an 
attendance of more than 60% blacks, 
seen a single documented case of 
scabies in his black patients (114:1245, 
1978). He requests information from 
all physicians with documented cases 
of scabies in black patients. To me, 
this request is astonishing. In my 
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former skin clinic at Mulago Hospital 
in Uganda, several patients with 
scabies were seen every day. In 1972, 
our number of cases with scabies 
amounted to 777. As mentioned in my 
correspondence in the July ARCHIVES 
(114:1096, 1978) the mite was found in 
nearly all cases using the technique 
here described. The physicians and the 
paramedical staff were good "hunt- 
ers." In black people, the mite is seen 
as a "white point" in the end of the 
burrows in contrast to a "dark point" 
in white people. The rash was the 
usual and the burrows were found at 
the well-known areas. Impressive, 
perhaps, were the many cases where 
the mite was found from a burrow on 
the penis. 

I can’t imagine why the clinical 
feature and the degree of immunity in 
black people living in the United 
States should be different from those 
of the original population in Africa. 
When I, as consultant for the Danish 
government some years ago, made a 
survey in Greenland regarding skin 
conditions, the district medical offi- 
cers mentioned to me that scabies in 
the Greenland population was differ- 
ent from the usual; the presence of 
mites could never be demonstrated. 
On my very first day, I was able to 
demonstrate the presence of Sar- 
coptes scabiei to my colleagues, and in 
all districts along the west coast of the 
island, the presence of the mite was 
demonstrated. I think it is a question 
of routine and of using the right tech- 
nique. 

GUNNAR LOMHOLT, MD 
Helsingborg, Sweden 


In Reply.—Dr Lomholt, it is interest- 
ing that so far, only eight US physi- 
cians have responded to my request 
for documented cases of scabies in 
blacks. Of these, five have reported 
only one case, two of which occurred in 
patients from the West Indies. A sixth 
physician reported two documented 
cases, in fair-complexioned individu- 
als, one of whom had probably 


contracted the disease while in Africa. — . 
Another physician having a 20% black — 


patient population states that though 


he has diagnosed scabies in over 1,000 


patients in the past five years, only 


ten of these cases have been in blacks, - 
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and of these ten, only three have been 


proven by microscopic diagnosis. The — 
last physician, who sees patients on  — 
the island of Granada, states that 20% — — 


to 40% of his patients have scabies. 

Several European physicians have 
responded to my letter with state- 
ments about seeing either numerous 
cases of scabies in blacks in Africa, or 
occasional cases of scabies in African 
blaeks in Europe. 

I commend you for being such a 
great mite hunter! Nevertheless, the 
problem is not one of technique, since 
our institution has experienced no 
difficulty in finding mites in Mexi- 


can-Americans, who are often darker  . 


than many black patients. Also, it is 
rare that our unit even sees a black 
patient in whom the diagnosis of 
scabies must be considered. The ques- 
tion that occurs to me is whether the 
rarity of scabies in US blacks may not 
be attributed to a cultural factor (eg, 
bathing habits, use of body oils, and/ 
or diet). There must be an answer to 
this question, just as there must, simi- 
larly, be one to the question about 
pediculosis capitis, which is also rare 
among US blacks. 

A. PAUL KELLY, MD 

Los Angeles 


Castellani’s Paint 


To the Editor.—Drs Leyden and Klig- 
man did not mention in their 
outstanding article in the October 
ARCHIVES (114:1466-1472, 1978) the 
time-honored use of Castellani’s paint 
for interdigital athlete’s foot. It is 
antimacerative, antibacterial, and 
perhaps, to a lesser degree, antimycot- 
ic. Often a week’s treatment with 
Castellani’s paint is all that is neces- 
sary. 

DaviD A. FiSHER, MD 

Antioch, Calif 


In Reply.—We fully agree with Dr 
Fisher. Castellani’s paint is superb 
with one exception—the stain. We 
have commented on its efficacy in a 
previous article on the therapy of 
athlete's foot infections.' 

JAMES J. LEYDEN, MD 

ALBERT M. KLiGMAN, MD, PhD 

Philadelphia 


l. Leyden JJ, Kligman AM: Aluminum chlo- 
ride in the treatment of symptomatic athlete's 
foot. Arch Dermatol 111:1004-1010, 1975. 
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De Sanctis-Cacchione Syndrome 


To the Editor.—That the development 
of cutaneous malignancies in xeroder- 
ma pigmentosum may reflect the rate 
of DNA repair is illustrated by the 
following report. 


Report of a Case.—A 26-year-old woman 
with xeroderma pigmentosum has been 
observed by us for ten years; she has 
typical cutaneous features of xeroderma 
pigmentosum but cutaneous malignancy 
has never developed. She is of small 
stature, microcephalic, and mentally re- 
tarded. Nerve conduction studies and elec- 
tromyography showed a mixed motor and 
sensory neuropathy similar to that re- 
ported by Thrush et al.' Audiological exam- 
ination revealed a sensorineural deafness, 
without the retrocochlear degeneration 
described by Longridge. Monochromator 
studies showed a characteristic delayed 
response at 300 nm.* DNA repair was exci- 
sion defective, and cell fusion studies 
assigned the patient to complementation 
group D. 


Comment.—DNA repair is less de- 
fective in this variant than in group 
A,‘ and this may explain why skin 
cancer has not as yet developed in this 
patient. 

P. V. HARRISON, MRCP 
SAM SHUSTER, PHD, FRCP 
Newcastle-upon-Tyne, England 


The monochromator studies were performed 
by Dr G. Holti, Newcastle-upon-Tyne, England, 
the analysis of DNA repair by Dr C. Arlett, 
University of Sussex, England, and the all fusion 
studies by Dr D. Bottsma, Rotterdam, the 
Netherlands. 


1. Thrush DC, Holti G, Bradley WG, et al: 
Neurological manifestations of xeroderma pig- 
mentosum in two siblings. J Newrol Sci 22:91-104, 
1974. 

2. Longridge NS: Audiological assessment of 
deafness associated with xeroderma pigmento- 
sum. J Laryngol Otol 90:539-551, 1976. 

3. Ramsay CA, Gianelli F: The erythemal 
action spectrum and deoxyribonucleic acid syn- 
thesis in xeroderma pigmentosum. Br J Derma- 
tol 92:49-56, 1975. 

4. Kraemer KH, De Weerd-Kastelein EA, 
Robbins JH, et al: Five complementation groups 
in xeroderma pigmentosum. Mutat Res 33:327- 
339, 1975. 


Gram-Negative Folliculitis Without 
Systemic Antibiotics? 


To the Editor.—It has been assumed 
that acne-related Gram-negative folli- 
culitis is secondary to systemic anti- 
biotic acne therapy. We have observed 
several patients with Gram-negative 
folliculitis in whom we cannot obtain 
a history of systemic antibiotic thera- 


y. 

A 16-year-old boy was first seen on 
Aug 31, 1977, with cystic acne.of the 
face and back. Therapy was institute 
with cleansers, 2% clindamycin lotion; 


gel (5%) was subsequently added. In 
January 1978, clindamycin therapy 
was discontinued and 2% erythromy- 
cin lotion substituted. Only moderate 
improvement was noted. For these 
reasons, cultures were performed, 
revealing Escherichia coli from pus 
from his face; subsequently repeated 
several times, cultures continued to 
show heavy growth of E coli from pus 
and anterior nares. 

Does this represent Gram-negative 
folliculitis secondary to one of the 
three topical antimicrobials (clinda- 
mycin, erythromycin, and benzoyl 
peroxide), or occult systemic antibiotic 
exposure? Or can this process occur sui 
generis? The first possibility will 
probably be answered in epidemio- 
logie studies; the second awaits paren- 
tal or patient revelation; and the third 
requires routine culturing of "acne" in 
large numbers of patients prior to 
treatment. 

PAUL BARTHOLOW, MD 
Santa Rosa, Calif 
HowaRD I. MaiBACH, MD 
San Francisco 


Nonproprietary Names and 
Trademarks of Drugs 


Clindamycin- Cleocin. 
Benzoyl peroxide—Benoxyl Lotion, Oxy-5, 
Panoxyl, Persadox. 


Hearing Aid Dermatitis 


To the Editor.—Guill and Odom 
recently described a woman in whom 
allergic contact dermatitis developed 
from an acrylic plastic hearing aid 
(Arch Dermatol 114:1050-1051, 1978). 
They demonstrated that the allergen 
was methyl methacrylate. The cold- 
curing polymerization process left 
enough residual monomer to produce 
dermatitis when the plastic contacted 
the skin of the ear. Heat curing 
produced “complete” polymerization, 
and substitution of a heat-cured hear- 
ing aid for the cold-cured one elimi- 
nated the dermatitis. 

The authors have presented an 
excellent teaching point, and have 
solved a clinical problem by the pure 
academic method of substituting a 
completely polymerized product. The 
teaching and practical value of this 
substitution deserves emphasis. 

For some similar patients, it is 
conceivable that the curing techniques 
used in the manufacturing process of 
certain hearing aids might be un- 
known. For these patients, we would 
like to suggest substitution of a cellu- 


and ultraviolet light. Benzoyl peroxide ^ lose ester plastic. Cellulose ester plas- 


t 
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ties do not ordinarily contain methyl 
methacrylate, nor do they contain 
benzoyl peroxide or hydroquinone. 

Although we have never had the 
opportunity to substitute a cellulose 
ester plastic hearing aid for an acrylic 
one in a patient allergic to one of the 
components of the acrylic aid, we have 
successfully substituted acrylic prod- 
ucts for patients allergic to compo- 
nents of their cellulose ester plastic 
hearing aids.' 

The substitution of cellulose ester 
plastic hearing aids for acrylic hear- 
ing aids in persons allergic to methyl 
methacrylate is ordinarily simple, and 
avoids the possibility of residual 
methyl methacrylate in heat-cured or 
cold-cured hearing aids. 

Mank V. DAHL, MD 
Minneapolis 

WILLIAM P. JORDAN, JR, MD 
Richmond, Va 


1. Jordan WP, Dahl MV: Contact dermatitis 
from cellulose ester plastics. Arch Dermatol 
105:880-885, 1972. 


Mucha-Habermann's Disease 


To the Editor.—I agree with Shavin 
et al (Arch | Dermatol — 114: 
1679-1680, 1978) that "safe thera- 
peutie measures for Mucha-Haber- 
mann's disease in children are lack- 
ing." They describe one child and two 
adolescents whose Mucha-Haber- 
mann’s disease resolved while they 
were being treated with erythromy- 
cin. As Shavin et al stated, the disease 
is not uncommon in children and I 
have seen four to eight patients per 
year at The Children’s Hospital of 
Buffalo. For those patients with 
significant scarring disease, we have 
tried multiple therapeutic modalities, 
including erythromycin, tetracycline, 
and prednisone. These studies have 
not been double blind or randomized; 
erythromycin was given as a first 
choice to all patients under 12 years of 
age, while tetracycline was used in our 
older patients. Prednisone was the 
second choice to either antibiotic in 
the nonresponders. 

No consistently beneficial response 
was noted in eight patients treated 
with erythromycin for a minimum of 
six weeks (two improved, four un- 
changed, two worse). Treatment with 
prednisone and tetracycline produced 
similarly poor results. Those few 
patients whose disease was severe, 
progressive, and scarring were 
treated with short courses of metho- 


trexate (2.5 mg every 12 hours for 


three doses) and all responded (only 
four patients were treated, all over 
the age of 15 years). 
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We still offer antibiotics as the first 
choice for the treatment of Mucha- 
Habermann's disease and we keep 
hoping to see the consistently good 
results reported by Shavin et al. 

JAMES E. RASMUSSEN, MD 
Buffalo 


Loeffler's Syndrome? 


To the Editor.—Drs Guill and Odom 
have recently described two interest- 
ing patients with cutaneous larva 
migrans, eosinophilia, and pulmonary 
infiltration (Arch Dermatol 114:1525- 
1526, 1978); however, neither patient 
had Loeffler's syndrome. 

The eosinophilic pneumonias may 
be classified into one of five catego- 
ries'*: (1) Loefflers syndrome, (2) 
chronic eosinophilic pneumonia (Car- 
rington's), (3) pulmonary eosinophilia 
with asthma, (4) tropical eosinophilia 
(Weingarten's disease), or (5) periar- 
teritis nodosa. Drs Guill and Odom 
describe two patients with an eight- 
week course of nonproductive cough, 
chest tightness, exertional dyspnea, 
and chest roentgenograms showing 
pulmonary infiltrates (peripheral, 
patchy), accompanying eosinophilia 
and classical cutaneous larva migrans. 
Unfortunately, sputum was not ob- 
tainable nor pulmonary function test- 
ing, PPD, cold agglutinins, or filarial 
complement fixation tests reported. 

Loeffler’s syndrome'^ is by defini- 
tion an essentially asymptomatic dis- 
ease (in one series’ only five of 28 
patients experienced cough, the most 
common symptom) with transient 
eosinophilia (peaks within four days 
of chest roentgenographic abnormali- 
ties, disappears within ten to 15 days) 
and nonsegmental migratory pulmo- 
nary infiltrates. Recovery is the rule 
within four weeks without interven- 
tion; chest roentgenographic clearing 
occurs within six to 12 days. The 
symptoms seen in Guill and Odom’s 
patients are inconsistent with this 
diagnosis. 

In comparison, chronic eosinophilic 
pneumonia, a disease of very signifi- 
cant morbidity and often steroid 
dependent, is associated with periph- 
eral eosinophilia (67% and 100% of 
patients in two series'^) and consider- 
able pulmonary and constitutional 
symptoms (fever, cough [often pro- 
ductive], dyspnea, chest pain, wheez- 
ing, night sweats, and weight loss). 
Chest roentgenographic findings in- 
clude peripheral infiltrates (nonseg- 
mental, nonlobar, "photographic ne- 
gative of pulmonary edema") that 
may persist up to 60 days even when 
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steroids are required. Further, signifi- 
cant restrictive changes and "alveolar 
capillary block" were documented in 
four such patients by Carrington. 

Finally, symptoms similar to those 
of Guill and Odom's patients have 
been reported in tropical eosinophilia* 
(where the total eosinophil count is 
greater than or equal to 2,000/cu mm 
and filarial complement fixation test 
is positive); interestingly, up to 50% of 
these patients also have splenomega- 
ly. It is of particular interest that the 
parasites of both cutaneous and 
visceral larva migrans, as well as 
Dirofilaria immitis, have been sug- 
gested as possible etiologic agents in 
the production of this disorder, and 
that appropriate treatment with di- 
ethylearbamazine citrate results in 
rapid reduction. 

In summary, then, the patients 
recently described by Drs Guill and 
Odom did not by any criteria have 
Loeffler’s syndrome. Based on the 
data presented, either of the two other 
disorders discussed (chronic eosino- 
philic pneumonia or tropical eosino- 
philia) is compatible with the pro- 
longed symptomatic pulmonary in- 
volvement reported. The distinction 
between Loeffler’s syndrome and oth- 
er eosinophilic pneumonias is impor- 
tant, both for correct therapy and 
expected prognosis. 

JODAVID FINE, MD 
Boston 


1. Liebow AA, Carrington CB: The eosino- 
philic pneumonias. Medicine 48:251-285, 1969. 

2. Crofton JW, Livingstone JL, Oswald NC: 
Pulmonary eosinophilia. Thorax 7:1-35, 1972. 

3. Spuhler O, Kartagener M: Endemisches 
auftreten eosinophiler lungeninfiltrate in einer 
militarischen einheit. Schweiz Med Wochenschr 
44:1145-1149, 1944. 

4. Carrington CB, Addington WW, Goff AM, 
et al: Chronic eosinophilic pneumonia. N Engl J 
Med 280:787-798, 1969. 

5. Pearson DJ, Rosenow EC: Chronic eosino- 
philic pneumonia (Carrington’s): A follow-up 
study. Mayo Clinic Proc 53:73-78, 1978. 

6. Donohugh DL: Tropical eosinophilia: An 
etiologic inquiry. N Engl J Med 269:1357-1364, 
1963. 


In Reply.—We wish to thank Dr Fine 
for his comments on our case report. 
Loeffler’s syndrome as defined by 
various authors is a condition where 
symptoms are mild, transient pulmo- 
nary infiltrations are found, and a 
blood eosinophilia is present.'* When 
symptoms are present, cough is the 
most common; there is often no 
sputum production.’ Other symptoms 
that have been reported include mal- 
aise, headache, upper respiratory ca- 
tarrh, hay fever, night sweats, chest 
pain, and angioneurotic edema.' Feve 
is rare but has been reported to 3 °C 







Crofton et al’ note that while roent- 
genographic changes usually disap- 
pear in six to 12 days, they may 
remain up to one month. Peripheral 
eosinophilia is usually in the range of 
20%, but patients have been reported 
with as high as 70% eosinophils with a 
total WBC count of 12,900/cu mm.’ 

The patients we described are regu- 
lar joggers. On July 21, 1977, some ten 
days after beginning topical thiaben- 
dazole treatment for cutaneous larva 
migrans, both patients noted tight- 
ness in the chest and a dry, nonpro- 
ductive cough during and immediately 
after jogging for several miles. Be- 
cause we had specifically asked them 
to report any pulmonary symptoms, 
they arranged to be seen on July 22, 
1977, when initial chest roentgeno- 
grams revealed pulmonary infiltrates 
as described. Both patients remained 
essentially asymptomatic except 
when they exercised. They did, in fact, 
stop jogging for about a week. Then 
they were able to resume exercise 
without difficulty. At no time did they 
experience productive cough or fever. 
Both continued to work regularly. 
Follow-up chest roentgenograms were 
taken on July 25, 1977, and these 
showed resolution of most of the 
pulmonary infiltrates in both pa- 
tients, with only a small residual infil- 
trate in the left lung field in the 
female patient and a small infiltrate 
in the left midlung field of the male 
patient. This conclusively established 
the diagnosis of Loeffler’s syndrome; 
therefore, we did not feel that it was 
necessary to subject our patients to 
weekly chest roentgenograms to de- 
termine the exact day that the pulmo- 
nary infiltrates disappeared. We 
waited until the eosinophil count had 
come down toward normal to obtain a 
final chest roentgenogram on Sept 8, 
1977. In reality, the roentgenograms 
were probably clear several weeks 
before this. 

It is evident that Dr Fine is under 
the impression that our patients expe- 
rienced severe symptomatology. We 
simply did not report prolonged symp- 
tomatic pulmonary involvement and 
do not mean to give this impression. 
Our patients were at no time incapaci- 
tated with pulmonary and constitu- 
tional symptoms. Had they not been 
asked specifically to report pulmonary 
symptoms, both patients stated that 
they would have passed the symptoms 
off as a mild upper respiratory illness. 
We would refer Dr Fine to the reports 
j and Gold** of multiple 
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patients' courses and symptoms are 
similar to that presented by these 
authors. 

In summary, the patients we 
describe have all the criteria for 
Loeffler's syndrome and did not have 
symptoms consistent with a diagnosis 
of either chronic eosinophilic pneumo- 
nia or tropical eosinophilia. We agree 
with Dr Fine that it is indeed impor- 
tant to distinguish between Loeffler's 
syndrome and other eosinophilic pneu- 
monias. 

MAJ MARSHALL A. GUILL, MC, USA 

COL RicHaARD B. Opom, MC, USA 

Presidio of San Francisco, Calif 


l. Crofton JW, Livingstone JL, Oswald NC: 
Pulmonary eosinophilia. Thorax 7:1-35, 1972. 

2. Liebow AA, Carrington CB: The eosino- 
philie pneumonias. Medicine 48:251-285, 1969. 

3. Wright DO, Gold EM: Loeffler's syndrome 
associated with creeping eruption (cutaneous 
helminthiasis). Arch Intern Med _ 78:303-312, 
1946. 

4. Wright DO, Gold EM: Loeffler's syndrome 
associated with creeping eruption (cutaneous 
helminthiasis). JAMA 128:1082-1083, 1945. 

5. Horton SH: Creeping eruption: Report of a 
case with Loeffler's syndrome. Naval Med Bull 
49:703-706, 1949. 


Herpes Gladiatorum 


To the Editor.—It is patently difficult 
to dislodge a bit of inappropriate 
terminology from the medical litera- 
ture. We are, however, bemused and 
bedeviled when from time to time the 
name “herpes gladiatorum” surfaces 
in dermatological articles. As far as 
we can determine, this terminology 
was first coined in a report by Selling 
and Kibrick' in 1964 entitled "Out- 
break of Herpes Simplex Among 
Wrestlers (Herpes Gladiatorum)" and 
in the following year perpetuated by 
Wheeler and Cabaniss.? Since that 
time the name has received the impri- 
matur of such standard sources as 
Fitzpatrick's Dermatology in General 
Practice and others. 

We submit that this nomenclature 
is etymologically inaccurate from the 
standpoint of the basic activities of 
both gladiators and wrestlers. Since 
the term "herpes simplex" is a bas- 
tardized Greco-Roman name, long ago 
firmly established, it seems appro- 
priate to continue these linguistic 
anomalies. But we would suggest that 
the correct Latin term for "wrestler," 
luctator, be substituted for "gladia- 
tor' so that the designation now 
becomes "herpes luctatorum." 

There is, in our opinion, a vast 
difference between a gladiator and a 
wrestler, and the terms should not 
under any circumstances be confused, 
There would seem to have been very 
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little if any body contact in the cruel 
Roman "sport" of the gladiators, 
where the combatants as a rule fought 
it out to the death. Various weapons 
were, of course, used, but it should be 
pointed out that the basic word "gla- 
diator" derives from the Latin term 
for sword, gladius. Modern wrestlers, 
both amateur and professional, de- 
spite their antics on television and in 
the wrestling arenas, are in no posi- 
tion to use such lethal objects as 
Roman swords or tridents. 

As noted earlier, it is probably too 
late for change but in deference to 
those tough, desperate, and brave 
combatants of centuries ago the situa- 
tion cries out for at least a symbolic 
rectification. 

WILLIAM E. Laur, MD 
RANDAL E. Posey, MD 
JACK D. WALLER, MD 
Amarillo, Tex 


1. Selling B, Kibrick S: Outbreak of herpes 
simplex among wrestlers (herpes gladiatorum). 
N Engl J Med 270:979-982, 1964. 

2. Wheeler CE Jr, Cabaniss WH Jr: Epidemic 
cutaneous herpes simplex in wrestlers (herpes 
gladiatorum). JAMA 194:993-997, 1965. 


Benign Mucous Membrane 
Pemphigoid 


To the Editor.—In the July 1978 issue 
of the ARCHIVES (114:1093-1094, 19778), 
Worsaae and Dabelsteen reported a 
case of benign mucous membrane 
pemphigoid (BMMP) in an 18-year-old 
woman and stated that they were 
unaware of a case in a younger person 
in the literature. 

In 1977, Sim-Davis and myself 
reported a case of BMMP in a 13- 
year-old girl! The patient, now 15 
years old, still requires prednisolone 
and azathioprine to control the ulcera- 
tion and scarring of oral and anogeni- 
tal tunica mucosa. 

DAVID JOLLIFFE, MB, MRCP 
Hong Kong 


Nonproprietary Name and 
Trademark of Drug 


Azathioprine—Jmuran. 


1. Jolliffe DS, Sim-Davis D: Cicatricial pem- 
phigoid in a young girl: Report of a case. Clin 
Exp Dermatol 2:281-284, 1974. 


Basal Cell Epithelioma in a 
BCG Vaccination Scar 


To the Editor.—A few cases of malig- 
nant tumors developing in smallpox 
vaccination scars have been reported 
in the literature." It is well known 


SELLS CT. TYF <= 


that scars from burns? and x-ray 
treatment may change into malignan- 
cy. To our knowledge, the develop- 
ment of basal cell epithelioma in a 
BCG vaccination sear has never been 
described. We have, therefore, found 
it of interest to report the following 
case. 


Report of a Case.—The patient was a 
52-year-old Norwegian woman. Her father 
had been treated for facial skin cancer. In 
1968, she was operated on for a superficial 
melanoma of the lower part of her left leg. 
No recurrence was found ten years later. In 
1978, hysterosalpingo-oophorectomy was 
performed for fibromyoma uteri. 

About 1962, when the patient was 37 
years old, she was vaccinated on her left 
shoulder against smallpox; the vaccination 
left two scars. In 1968, she received a BCG 
vaccination on her left shoulder near the 
smallpox vaccination sears. In 1978, she 
contacted a dermatologist because for 
some months, there had been a small, red, 
slightly scaling lesion without ulceration or 
secretion on the left shoulder. 

Examination revealed a 12 X 15-mm, 
sharply demarcated, eczematized, infil- 
trated area near the two smallpox vaccina- 
tion sears. Histopathologic diagnosis was 
basal cell epithelioma and cicatricial stro- 
ma. Curettage and cauterization were 
performed, and the results of a new histo- 
logic examination confirmed the diagnosis. 
Four months later, there was no relapse. 


Comment.—Some cases of epithelio- 
mas and melanomas developing in 
smallpox vaccination scars have pre- 
viously been reported. This case 
describes development of a basal cell 
epithelioma in a BCG vaccination sear. 
To our knowledge, no similar observa- 
tions are found in the literature. It 
must, however, be borne in mind that 
the total number of BCG vaccinations 
is presumably considerably less than 
that of smallpox vaccinations. Conse- 
quently, the risk of developing a basal 
cell epithelioma in a BCG vaccination 
scar may equal the risk of developing 
epitheliomas in smallpox vaccination 
scars. 

Any change in a cicatrix should be 
looked on as a possible malignant 
transformation and should result in a 
biopsy. 

TORBEN NIELSEN, MD 
Odense, Denmark 


1. Marmelzat WL: Malignant tumors in small- 
pox vaccination scars: A report of 24 cases. Arch 
Dermatol 97:400-406, 1968. 

2. Reed WB, Wilson-Jones E: Malignant 
tumors as a late complication of vaccination. 
Arch Dermatol 98:132-135, 1968. 

3. Washington LP, Jacobs PH: Basal cell 
cancer in a vaccination scar. Cutis 8:557-559, 
1971. 

4. Kulwin MH: Basal cell epithelioma in small- 
pox vaccination scar—fifty years later. Ill Med J 
148:612-613, 1975. 

5. Horton CE, Adamson JE, Mladick RA, et al: 
Burn scar malignancy. Va Med 96:382-386, 1969. 
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Gris-PEG 


(griseofulvin ultramicrosize 
Tablets 125 mg 





ultramicrosize for ultra-absorption. 


Brief Summary of Prescribing Information 

ACTION: Human Pharmacology —The peak plasma level found in fasting adults 
given ee g of Gris-PEG occurs at about four hours and ranges between 0.37 to 1.6 
mcg/ml. 

Comparable studies with microsize griseofulvin indicated that the peak plasma level 
found in fasting adults given 0.5 g occurs at about four hours and ranges between 0.44 
to 1.2 mcg/ml. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline formu- 
lation of Gris-PEG is approximately twice that of conventional microsized griseofulvin. 
This factor permits the oral intake of half as much griseofulvin per tablet but there is 
no evidence, at this time, that this confers any significant clinical differences in regard 
to safety and efficacy. 

INDICATIONS: Gris-PEG (griseofulvin ultramicrosize) is indicated for the treatment 
of the following ringworm infections: Tinea corporis (ringworm of the body), Tinea pedis 
(athlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae (barber's itch), Tinea 
capitis (ringworm of the scalp), and Tinea unguium (onychomycosis, ringworm of the 
nails), when caused by one or more of the following genera of fungi: Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Trichophyton interdigi- 
talis, Trichophyton verrucosum, Trichophyton megnini, Trichophyton gallinae, Tricho- 
phyton crateriform, Trichophyton sulphureum, Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum gypseum and Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the infection should be 
identified. The use of the drug is not justified in minor or trivial infections which 
will respond to topical agents alone. Griseofulvin is NOT effective in the following: 


Bacterial infections, Candidiasis (Moniliasis), Histoplasmosis, Actinomycosis, Sporotri- 
chosis, Chromoblastomycosis, Coccidioidomycosis, North American Blastomycosis, 
Cryptococcosis (Torulosis), Tinea versicolor and Nocardiosis. 
CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage—Safety and Efficacy of Griseofulvin for Prophy- 
laxis of Fungal Infections Has Not Been Established. Animal Toxicology — Chronic 
feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, resulted in the 
development of liver tumors in several strains of mice, particularly in males. Smaller 
particle sizes result in an enhanced effect. Lower oral dosage levels have not been 
tested. Subcutaneous administration of relatively small doses of griseofulvin, once a 
week, during the first three weeks of life has also been reported to induce hepatomata 
in mice. Although studies in other animal species have not yielded evidence of tumori- 
genicity, these studies were not of adequate design to form a basis for conclusions in 
this regard. In subacute toxicity studies, orally administered griseofulvin produced 
hepatocellular necrosis in mice, but this has not been seen in other species. Dis- 
turbances in porphyrin metabolism have been reported in griseofulvin treated labora- 
tory animals. Griseofulvin has been reported to have a colchicine-like effect on mitosis 
and cocarcinogenicity with methylcholanthrene in cutaneous tumor induction in labo- 
ratory animals. Usage in Pregnancy —The safety of this drug during pregnancy has not 
been established. Animal Reproduction Studies—|t has been reported in the literature 
that griseofulvin was found to be embryotoxic and teratogenic on oral administration 
to pregnant rats. Pups with abnormalities have been reported in the litters of a few 
bitches treated with griseofulvin. Additional animal reproduction studies are in prog- 


` Asinnovative today as it was 
when it introduced a new era 
in griseofulvin therapy 


~ 














* Dorsey Laboratories was issued the patent! on this unique delivery system as it 
represents an advance in pharmaceutical technology which significantly enhances 


dissolution and absorption 


e Absorption nearly complete (99%) without fatty meals. The absorption of microsize 
griseofulvin in man has been found to average 4395? 


e Because it's biologically equivalent to 250 mg of griseofulvin microsize, Gris-PEG is 


effective at % the dose 


e Proven in clinical trials and usage for three years 


èe Convenient, flexible dosage schedule...one tablet twice per day or two tablets once 


per day 


e Effective in all Tinea infections caused by fungi from genera known to be sensitive 


to griseofulvin 


e Economical for patients 


1. U.S. Pat. No. 4,151,273 
2. Data on file, Dorsey Laboratories 


© 1979 Dorsey Laboratories/Division of Sandoz, Inc. 
19790 


ress. Suppression of spermatogenesis has been reported to occur in rats, but investi- 
gation in man failed to confirm this. 

PRECAUTIONS: Patients on prolonged therapy with any potent medication should 
be under close observation. Periodic monitoring of organ system function, including 
renal, nepatic and hematopoietic, should be done. Since griseofulvin is derived from 
species of Penicillium, the possibility of cross sensitivity with penicillin exists; however, 
known penicillin-sensitive patients have been treated without difficulty. Since a photo- 
sensitivity reaction is occasionally associated with griseofulvin therapy, patients should 
be warned to avoid exposure to intense natural or artificial sunlight. Should a photo- 
sensitivity reaction occur, lupus erythematosus may be aggravated. Griseofulvin de- 
creases the activity of warfarin-type anticoagulants so that patients receiving these 
drugs concomitantly may require dosage adjustment of the anticoagulant during and 
after griseofulvin therapy. Barbiturates usually depress griseofulvin activity and con- 
comitant administration may require a dosage adjustment of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema. and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and im- 
pairment of performance of routine activities. Proteinuria and leukopenia have been 
reported rarely. Administration of the drug should be discontinued if granulocytopenia 
occurs. When rare, serious reactions occur with griseofulvin, they are usually asso- 
ciated with high dosages, long periods of therapy, or both. 


e 

Dorsey 
LABORATORIES 

Division of Sandoz, Inc. * LINCOLN, NEBRASKA 68501 


DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism 
is essential. Medication must be continued until the infecting organism is completely 
eradicated as indicated by appropriate clinical or laboratory examination. General 
measures in regard to hygiene should be observed to control sources of infection or 
reinfection. Concomitant use of appropriate topical agents is usually required particu- 
larly in treatment of tinea pedis. An oral dose of 250 mg of Gris-PEG (griseofulvin 
ultramicrosize) is biologically equivalent to 500 mg of griseofulvin (microsized) 
USP (see ACTION Human Pharmacology). Adults: A daily dose of 250 mg will give 
a satisfactory response in most patients with tinea corporis, tinea cruris and tinea 
capitis. One 125 mg tablet twice per day or two 125 mg tablets once per day isthe usual 
dosage. For those fungal infections more difficult to eradicate such as tinea pedis 
and tinea vi rig a divided daily dose of 500 mg is recommended. In all cases, the 
dosage should be individualized. Children: Approximately 5 mg per kilogram (2.5 mg 
per pound) of body weight per day is an effective dose for most children. On this basis 
the following dosage schedule for children is suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 125 mg to 250 mg daily; children weighing 15-25 
kilograms (approximately 30 to 50 pounds) 62.5 mg to 125 mg daily; children 2 years 
of age and younger, dosage has not been established. Dosage should be individualized, 
as is done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the medication 
is not continued until the infecting organism is eradicated. 


(For complete details. please see full nrescribina information )\ 


S best for the care of dry, 
orprematureaging — 


or wrinkled skin... 
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IUPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.1159C 


DISTRIBUTOR IN CANADA 


The Corneccyte 
^.) Count Down. 
10 


A high corneo- 
cyte count means 
scaling, flaking and an 
itchy scalp. Unsightly 
and unwanted by your 
dandruff patients. 

Chances are 

“they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 

Prescribe Exsel* 
(selenium sulfide) 2.5%. 
Clinically proven the 
most potent dandruff 
shampoo available. It 
gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 
lathers richly, therefore 
assuring greater patient 
acceptability and better 
compliance with your 
instructions. 








Exsel” (selenium sulfide) 2.5% 
Lotion- CONTAINS: selenium sulfide...2.596 
with: edetate disodium; bentonite; sodium 
linear alkylate sulfonate; alphaolefin sul- 
fonate; glyceryl monoricinoleate; silicone; 
titanium dioxide; citric acid monohydrate; 
sodium phosphate monobasic, mono- 
hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide is 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 


n] Herbert Laboratories 

tab Dermatology Division of 

bg Allergan Pharmaceuticals, Inc. 
WI Irvine, California 92713, U.S.A. 
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economical method 
of permanent 
hair removal— 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


e Patented self-correcting needle. 


@ No-puncture safety feature helps 
prevent infection. 


@ Proved clinically safe 
(report on request). 





pm---—- FOR PHYSICIAN ORDERING sm um um um -1 


GENERAL MEDICAL CO., Dept D-110 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
[] INVOICE AFTER 30 DAYS 
[] CHECK ENCLOSED 
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Cook County Graduate School of Medicine 


announces 


SPECIALTY REVIEW COURSE 
IN 
DERMATOLOGY 


August 20-24, 1979 


Write or call for information and registration. 


707 South Wood Street 
Chicago, Illinois 60612 
(312) 733-2800 





PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 





We are a multi-office group expanding in California. 
There are now 16 associates including 8 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologist. Dermatolo- 
gist can exceed $6,000/MO. The opportunities are for 
full or part-time positions in California and Hawail. 


If you are Board Certified or Eligible, we have the 
capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 


News and Notes 


Podiatric Dermatology Symposium.— 
The Department of Dermatology of 
Stanford University School of Medi- 
cine is sponsoring a Podiatric Derma- 
tology Symposium, Aug 16-18, 1979. 
The symposium is designed for der- 
matologists, podiatrists, and family 
practitioners, and will emphasize the 
diagnosis, gross and microscopic ap- 
pearance, and treatment of the com- 
mon dermatologic problems involving 
the foot. The latest data on therapy 
and diagnostic techniques will be 
covered. Each day selected problem 
cases will be displayed and discussed. 
In addition, the attendee will receive 
instruction in, and then perform, 
pertinent procedures under the guid- 
ance of the faculty. For further infor- 
mation, please contact Paul H. Jacobs, 
MD, Department of Dermatology, 
Stanford University School of Medi- 
cine, Stanford, CA 94305, or telephone, 
(415) 497-6101. 


Meeting ef the American Dermato- 
logic Society for Allergy and Immunolo- 
gy.—A three-day meeting devoted to 
the allergic and immunologic aspects 
of skin diseases will be held at the 
Peachtree Plaza in Atlanta, on Thurs- 
day, Friday, and Saturday, Sept 27-29, 
1979. Topics to be covered include 
immunologic aspects of cutaneous dis- 
ease, atopic dermatitis, and treatment 
of immunodermatologic diseases. Dr 
K. Frank Austen of Harvard Univer- 
sity will receive the award of the 
society on Saturday, Sept 29. Twelve 
CME credit hours are offered. Tuition 
is $125. For information, contact R. S. 
Rogers III, MD, Department of Der- 
matelogy, Mayo Clinic, Rochester, MN 
55901. 


Seminar.—Harvard Medical School, 
Department of Continuing Education, 
in conjuction with Beth Israel Hospi- 
tal, will sponsor a one-day seminar 
deveted to the use of argon and carbon 
dioxide lasers in the treatment of 
cutaneous and vascular lesions. The 
course will be held on Sept 29, 1979, in 
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Boston, under the direction of Joel M. 
Noe, Seymour Rosen, and Kenneth 
Arndt, Departments of Plastic and 
Reconstructive Surgery, Pathology, 
and Dermatology. For additional in- 
formation, contact Dr Kenneth A. 
Arndt, 330 Brookline Ave, Boston, MA 
02115; telephone, (617) 735-4591. 


Dermatopathology Course.—The De- 
partment of Dermatology of the Stan- 
ford University School of Medicine is 
sponsoring a one- or two-week course 
in dermatopathology, which offers 
intensive training in diagnostic der- 
matopathology on a one-to-one basis. 
The training will consist of examina- 
tion of all current biopsy slides (about 
60 weekly) and sets of slides and 
photomicrographs for later study by 
the individual, followed by review of 
all the material in private conference. 
For further information, contact Paul 
H. Jacobs, MD, Department of Der- 
matology, Stanford University School 
of Medicine, Stanford, CA 94305; tele- 
phone, (415) 497-6101. 


Aspen Summer Skin Seminar.—The 
Aspen Summer Skin Seminar will be 
held July 18-22, 1979, at The Given 
Institute of Pathobiology, Aspen, 
Colo. The educational objective of this 
continuing medical education course is 
to review specifie areas of dermatolo- 
gy in depth and to present recent 
developments that relate to dermato- 
logic practice. Emphasis will be on the 
practical aspects of skin diseases, 
therapeutic advances, and disease 
mechanisms. Informal discussion 
groups and time for questions and 
answers will allow for the interaction 
of registrants and faculty members. 

Registration fee for the course is 
$180. Physicians practicing in Col- 
orado may register for $140. Out-of- 
state house staff officers may register 
for $80 with an accompanying letter 
from their chief of service. All fees 
include a nonrefundable administra- 
tive charge of $25, refreshments, 
barbecue, and printed material. 


The course is approved for 17 hours 
in category 1 of the AMA Physicians 
Recognition Award and the American 
Academy of Dermatology Continuing 
Education Award. The breakfast dis- 
cussions are approved for one addi- 
tional credit hour each. 

For further information, contact 
the Office of Postgraduate Medical 
Education, The University of Col- 
orado School of Medicine, 4200 E 
Ninth Ave, Denver, CO 80262, or call, 
(303) 394-5241. 


Change of Office Address.—Begin- 
ning July 15, 1979, all correspondence 
relating to activities of the Society for 
Investigative Dermatology Inc should 
be sent to Kirk D. Wuepper, MD, 
Secretary-Treasurer, The Society for 
Investigative Dermatology Inc, 14435 
SW Uplands Dr, Lake Oswego, OR 
97034. 


Primary Care Dermatology Course 
and Seminar.—A_limited-enrollment 
Primary Care in Dermatology course, 
oriented primarily to (but not exelu- 
sively for) physicians in general prac- 
tice, internal medicine, and pediatrics, 
will be held in Oahu, Hawaii, Feb 
12-15, 1980. 

This postgraduate course is spon- 
sored by the dermatology depart- 
ments of Northwestern University, 
Chicago, Cleveland Clinic, and Univer- 
sity of California (San Francisco). 
Speakers include the faculty of these 
departments; guest faculty includes 
Dr A. Kligman. 

The course will be followed by an 
in-depth program in dermatology, the 
Fourth Annual Hawaii Dermatology 
Seminar, at Maui, Hawaii, Feb 15-20. 
Speakers include the faculty of the 
sponsoring departments; guest facul- 
ty includes Drs A. Kligman and B. 
Ackerman. 

For registration information and a 
preliminary program, write to De- 
partment of Dermatology, Northwest- 
ern University Medical School, 303 E 
Chicago Ave, Chicago, IL 60611. 
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For the part-time occupational physician... 





An invaluable 


quick reference 


guide to 
occupational 


dermatoses 


The AMA's new guide, 
Occupational Dermatoses 
is an invaluable aid for 
physicians working part- 
time in occupational health 
programs. 

It provides a ready 
reference for specific in- 
formation on the causes, 
diagnosis, prevention, and 
treatment of occupational 
skin diseases. It also 
discusses management of 
prolonged and recurrent 
dermatoses, medico-legal 
aspects, and provides 
extensive references. 

To order your copy 
($1 ea.) of Occupational 


Dermatoses, OP-108, write: 


Order Dept., American 


Medical Association, 535 N. 


Dearborn St., Chicago, 
IIl. 60610. 


Dermatologists 


Career Independence 
And the Great Outdoors 


It's a Combination 
You Can't Pass By! 


We have an opportunity for you to build a private 
practice in a growing Southwestern community 
that offers urban advantages without the conges 
tion. The Carlsbad Foundation will finance your 
relocation, and you'll help us meet the demands 
for better medical care in Carlsbad and the 
surrounding area. 


Your leisure time can be spent outdoors year 
round. Not more than 20 days a year does the 
rain or wind keep you off the golf courses 
Unpolluted lakes and the Pecos River are perfect 
for all water sports. Winter recreation areas are 
nearby, and truly clean air lets you take advan- 
tage of every opportunity available. 

Carlsbad offers you the chance to establish an 
Independent career where there is a demand for 
your expertise. It's up to you to accept the 
challenge and enjoy relaxed living! Further infor 
mation may be obtained by contacting: 


- Carlsbad Foundation 
P. 0. Box 1479 
Carlsbad, New Mexico 88220 

(505):887-1131 


An Equal Opportunity Employer M/F 














JOIN US. 





We can do 
much more 
together. 





SYNALAR" 
(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 
SOLUTION 0.01% 
SYNEMOI* Cream 0.025% 
SYNALAR-HP*Cream 0.2% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fiuocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide. 
Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water-washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and 
monooleate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 
Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 

Synalar solution contains fluocinolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid. 


Synemol cream contains fluocinolone ocetonide 0.25 
mg./g. in a water-washable aqueous emollient base of 
stearyl alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, purified water and 
citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water-washable aqueous base of stearyl alchol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid 
with methylparaben and propylparaben as preservatives. 
Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses. 

Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the 
components of the preparation. 

Synalar-HP* (fluocinolone acetonide) 0.2% cream should not 
be used on infants up to two years of age. 

Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 


In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 

If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 

The safety of topical steroids in pregnant women has 

not absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 

These products are not for ophthalmic use. 

Synalar-HP cream should not be used for prolonged periods 
and the quantity per day should not exceed 2 g. 

of formulated material. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic contact 
dermatitis, maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. 
How Supplied 
Synalar* (fluocinolone acetonide) 
Cream 0.025% — 15 and 60g. tubes and 120 and 425g. jars. 
Cream 0.01% —15, 45 and 60g. tubes and 120 and 425g. jars. 
Ointment 0.025% —15 and 60g. tubes and 425g. jars. e 
Solution 0.01% — 20 and 60cc. plastic squeeze bottles. 
Synemol® (fluocinolone acetonide) 
Cream 0.025% —15 and 60g. tubes. 
Synalar-HP* (fiuocinolone acetonide) 
Cream 0.2% —12g. tubes. 
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SUNBURN PROT 
AVAILABLE 


bum n protection available for your patient CU 


-Clinical tests show SUPER SHADE Sun Blocking 
Lotion provides more sunburn protection before 
and after swimming than the five leading highly 
protective sunscreen products? 


SUPER SHADE 45 with Padimate O and Oxybenzone 
. is formulated for your patients who can tolerate 
little sun exposure. | 
@ Prevents sunbuming and tanning. 
@ Broad spectrum protection from sunlight for 
individuals who require significant protection 
from the sun. 


6 Allows the user to stay in the sun 45 times longer 
than with no protection. 


pcs e Provides protection in both the sunburn range $ 
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CHARLES € THOMAS - 


MORPHOLOGICAL 
DERMATOLOGY 


A Study of the Living 
Gross Pathology of the Skin 


By Robert Jackson, Ottawa Civic Hos- 
pital, Ottawa, Ontario, Canada. Fore- 
word by Barney Usher. This handbook 
describes in. detail the living gross pa- 
thology, in the skin and visible mucosae, 
of various morbid conditions. While de- 
signed primarily for dermatologists and 
dermatology residents, it will also be 
useful to other physicians interested in 
increasing their diagnostic acumen. 


The purpose of this text is twofold: 1) to 
provide a systematic organization of skin 
diseases according to what can be seen, 
felt or smelled; and 2) to give enough 
morphological description to enable the 
physician to identify and present a differ- 
ential diagnosis of a skin disease before 
any investigation or treatment is ordered. 


Each of the text’s twenty-six chapters 
deals with a particular type of morpho- 
logical lesion (e.g. eczemas, papules, 
uleers, atrophies). Each chapter includes 
an overview of the various forms of that 
specific lesion and a morphological de- 
scription of the basic lesion. The em- 
phasis is on morphological differential 
diagnosis, particularly where the mor- 
phology shows significant distinguishing 
findings. 


Specific lesions discussed include: 


e erythema 

è urticaria 

purpuras 

telangiectases 
erythematosquamous dermatoses 
erythrodermas 

vesicles 

bullous dermatoses 

pustules and pustular dermatoses 
nodules 

nodes 

keratoses 

dyschromias 

hypertrophies 

folliculoses 

trichoses 

onychoses 

cysts 

sinuses 


Also presented are chapters on the meth- 
ed of examination and on the basic ap- 
proach to morphological diagnosis. A 
thorough glossary defining all terms used 
and an appendix of surface anatomical 
regions, including details on the pinna of 
the ear, the head and neck complement 
the text. 79, 400 pp. (6 3/4 x 9 3/4), 88 il., 
5 tables, $32.50 
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DERMABRASION AND CHEMICAL PEELING: In the Treatment of Cer- 
tain Cosmetic Defects and Diseases of the Skin by James W. Burks. Foreword 
by Morris Waisman. This text contains all of the information nécessary for 
performance of the operation plus a firm scientific foundation based on 
original serial biopsies and other studies by the author. Dermal abrasion, wire 
brush planing, comparison of dermabrasion and chemical peel, and anes- 
thesia by refrigeration are only a few of the many topics covered. Numerous 
photographs illustrate every step of the procedure and detail day-by-day views 
of dermabraded patients. '79, 256 pp., 192 il., 5 tables, $22.50 


CLINICAL SKIN MICROBIOLOGY: Pathogenic Bacteria and Pathogenic 
Viruses by Raza Aly and Howard I. Maibach, both of Univ. of California, San 
Francisco. This manual of cutaneous microbiology concentrates on those 
bacteriological and virological procedures that aid diagnosis rather than on 
the disease itself. After a review of laboratory methods for smears and stains 
and an outline of the cultivation and identification of bacteria, chapters 
comprised of specific skin microbiological procedures are presented. These 
include procedures for normal cutaneous flora, staphylococci, streptococci, 
corynebacteria, gram-negative bacilli, actinomycetes, mycobacteria, other cu- 
taneous bacteria, herpes simplex, varicella-zoster, and pox viruses. 78, 144 
pp., 55 il. (25 in color), 13 tables, $14.50 


INTRODUCTION TO MODERN PHOTOTHERAPY by Leon Goldman, 
Univ. of Cincinnati, Cincinnati, Ohio. The reactivation of an old form of 
therapy — light — is detailed in this book. Current phototherapy means not 
only irradiation by many zones of the electromagnetic spectrum, but also 
irradiation combined with topical and systemic medications. The opening 
chapters review current knowledge about the effects of light on tissue. Pho- 
totherapeutic applications for psoriasis, acne, herpes simplex, miscellaneous 
skin diseases, and systemic disorders are then detailed. Current laser light 
phototherapv, light art as therapy, and transillumination also receive careful 
consideration. 778, 144 pp., 42 il., 4 tables, $17.50 


CHEMOSURGERY: Microscopically Controlled Surgery for Skin Cancer by 
Frederic E. Mohs, Univ. of Wisconsin Medical School, Madison. This vol- 
ume comprehensively explains methods for the microscopically controlled 
excision of not only cutaneous cancers but also cancers of the penis, scrotum, 
vulva, anus and other accessible structures such as the head and face. The de- 
scriptions, photographs and photomicrographs of the techniques are given in 
such detail that it is possible to learn how to use the procedures from reading 
this book, although actual training is recommended. In addition, the author 
presents innovative, nonchemosurgical treatment methods for such non- 
cancerous growths as leukoplakia, lentigo and warts. 78, 400 pp. (6 3/4 x 9 
3/4), 834 il., 59 tables, $43.75 


CRYOSURGICAL ADVANCES IN DERMATOLOGY AND TUMORS OF 
THE HEAD AND NECK edited by Setrag A. Zacarian, Boston Univ., Boston, 
Massachusetts. Forewords by. John G. Bellows and Edward A. Krull. (77 
Contributors) This treatise is a most comprehensive review of cryosurgery for 
the management of both benign and malignant tumors of the skin, oral 
cavity, and head and neck. The fundamentals of cryogenesis, the development 
of the cryolesion, temperature monitoring, double freeze-thaw cycles, and the 
pathogenesis of cryonecrosis are all explored in depth. Renowned authorities 
in the field discuss the cryosurgical management of acne, benign lesions, 
common and advanced skin cancers, eyelid tumors, and the rare lentigo ma- 
ligna. ‘77, 296 pp. (7 x 10), 473 il. (122 in color), 31 tables, $38.00 


SKIN SURGERY (4th Ed.) edited by Ervin Epstein and Ervin Epstein, Jr., 
both of Univ. of California Medical School. (45 Contributors) Chapters 
within this volume have been completely revised, material has been added, 
and outdated material has been eliminated. In addition, several chapters have 
been added including one of special interest on do-it-vourself instruments. 
Anesthesia for skin surgery, medicolegal problems, tattoo removal, cryo- 
surgery in the treatment of acne, surgery of the eyelids and oral cayity by 
dermabrasion, and gadgets and gimmicks in skin surgery are j 
many topics discussed. 77, 864 pp. (7 x 10), 1081 il. (19 in 
$113.75 
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In 4 of every 5 patients tested:* 


- [heone-course 





antifungal. 


Four of every five patients on MicaTin 
needed only one course of therapy to 
clear their infections and keep them clear, 
in well-controlled, double-blind clinical 
trials of over 200 patients. * 


MicaTin provided mycological clearance 
(KOH and culture) in 83% and clinical 
clearance or improvement in over 90% of 
patients treated for tinea pedis, t tinea cor 
poris, t tinea cruris, t candidiasis, and tinea 
versicolor. 


When those patients who were suc- 
cessfully treated and available for follow- 
up were given a post-treatment evalua- 
tion 2 to 4 weeks later, 9296 of them were 
found to be still clinically and mycologi- 
cally clear of their infection. 


Even in the toughest cases, in the 
toughest climate. 

The results of a double-blind, controlled 
Study ' of 100 patients with t. pedis 


lll Cream/Lotion 
Micali 
miconazole 
nitrate 2 96 


BY PRESCRIPTION ONLY 





conducted in the tropics reported the 
following: 

After a month of therapy, 9096 of the 
patients were found to be clinically and 
mycologically clear. One month of 
post-treatment follow-up showed that 
9396 of these patients maintained a good 
clinical and mycological response. This 
study confirms the promise of MicaTin as 
the one-course antifungal. 


With these important clinical and 
patient benefits. 

SYMPTOMATIC RELIEF IS FAST —usually 
within 72 hours. 


SIDE EFFECTS RARELY OCCUR —see full 


prescribing information for complete list of 


side effects and contraindications. 


ECONOMICAL FOR TWO REASONS — 
economically priced, and, in most cases, 
one course of therapy clears the infec- 
tion..and it stays clear. 


So effective 

the first time around, 
it's seldom needed 

a second. 


Before prescribing, please consult 
complete product information, a 
summary of which follows: 
Indications: For topical application in 
the treatment of tinea pedis (athletes 
foot), tinea cruris, and tinea corporis 
caused by Trichophyton rubrum, 
Epidermophyton floccosum, in the 
treatment of cutaneous candidiasis 
[moniliasis), and in the treatment of 
tinea versicolor 

Contraindications: MicaTin has no 
known contraindications 
Precautions: If a reaction suggesting 
sensitivity or chemical irritation should 
occur, use of the medication should 
be discontinued 

For external use only. Avoid 
introduction of MicaTin brand , 
miconazole nitrate cream 296 and 
lotion 296 into the eyes 

Adverse Reactions: There have been 
isolated reports of irritation, burning. 
and maceration associated with 
application of MicaTin. 

How Supplied: MicaTin brand cream 
296 containing miconazole nitrate at 
2% strength is supplied in 3 oz., 1 oz 
and 15 g. tubes. MicaTin brand lotion 
296 containing miconazole nitrate at 
296 w/w strength is supplied in 
polyethylene squeeze bottles in 
quantities of 12 and 30 ml 





*Data on file, Johnson & Johnson. 
T. corporis, t. cruris, and candidiasis 
should be treated B.I.D. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis B.I.D. for one month 


fWhen infecting organisms are 
Trichophyton rubrum, Trichophyton 
mentagrophytes and Epidermo- 
phyton floccosum. 


Reference: |. Ortiz, L.G. and Papa, 
C.M.: Clin. Therap. | (No. 6] : 444, 1978. 


AN ETHICAL SPECIFIC FROM THE 
DERMATOLOGICAL DIVISION OF 


í PRODUCTS ( INC. 


New Brunswick, New Jersey 08903 
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Today's Hospital is a Complex 
Environment — a Knowledgeable 


Medical Staff is Absolutely Essential 


The Problem: 


As today's hospital becomes increasingly complex 
and faces the expanding influence of governmental in- 
tervention and public attention, the role of the medical 
staff as an invaluable resource in the hospital 
decision-making process has intensified importance. 

The decisions being made today by your hospital's 
governing board and administration will affect patient 
care tomorrow. 

An informed medical staff, through its leadership, 
can and should play an important role in its hospital 
as it analyzes today's performance and plans for 
tomorrow's needs. Are today's medical staff leaders 
prepared for that challenge? 
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IT'S YOUR MOVE 


American Medical Association's 
Medical Staff Leadership Seminar 









The Solution: 


The AMA's Medical Staff Leadership Seminar is 
designed to provide you important information about 
hospital operations and medical staff involvement. 
Modern, proven techniques for solving the difficult 
problems facing today's medical staffs will be 
presented. This two-day seminar will increase your ef- 
fectiveness as a participating member of the hospital- 
medical staff leadership team. 

A description of the seminar follows. PLAN NOW 
TO ATTEND. Complete the attached registration form 
and return it TODAY! 
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FIRST DAY'S AGENDA 


Responsibilities 
of the Medical Staff 
and the Hospital Governing Board 


JCAH Standards 
for the Hospital Medical Staff 


Medical Staff Bylaws 


The Hospital Corporate Budgeting 
Process and Construction, 
Remodeling, and Renovation 


Hospital Foundations 
Problem-Solving 


As an organization accredited for continuing medical 
education, the AMA Council on Continuing Physician 
Education certifies that this continuing medical 
education activity meets the criteria for 14 credit 
hours in Category 1 of the Physician’s Recognition 
Award of the American Medical Association. 


Locations and Dates 
Medical Staff Leadership Seminars 


Plaza Hotel New York, New York 
Phone Number (212) 759-3000 
Toll Free (800) 228-3000 
May 26-27, 1978 


Fairmont Hotel New Orleans, Louisiana 
Phone Number (504) 529-7111 
Toll Free (800) 527-4727 
September 29-30, 1978 


Eden Roc Hotel Miami Beach, Florida 
Phone Number (305) 532-2561 
November 3-4, 1978 
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Title 


SECOND DAY’S AGENDA 
The Hospital Chief of Staff 


The Importance of Medical 
Staff Influence in Improving 
Public Relations 

Health Systems Agencies — 
Their Role and Function 


Privileges for Nonphysician Professionals 
The Art of Negotiating 


Registration Form 


Please register me for the AMA Medical Staff Leader- 
ship Seminar in: 

L] NewYork [|] New Orleans O Miami Beach 
I enclose my check payable to the 

American Medical Association: 

( ) $150 AMA member or medical society staff 

( ) $200 nonmember 


Please Print Clearly 


Name 








Address 
City S I p 


Persons desiring hotel accommodations should con- 
tact the hotel directly and mention this meeting. A 
block of rooms at special rates will be held until 3 
weeks prior to the meeting date. 
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- ARISTOCORT-A 








E A proven topical steroid. 8 Two humectants. 
E The hydrophilic “A” Cream Base. 


REMEMBER THE "A 


To get the benefit of the "A Cream Dese, 


you must specify the ‘A’ in Aristocort-A. 





TRIAMCINOLONE ACETONIDE Qream (5525: 5:7 05% 


Indications: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Viral skin diseases, such as 
varicella and vaccinia; hypersensitivity to any 
componeat (not for ophthalmic use); when 
circulation is markedly impaired. 

Warnings: Safety use in pregnancy has not been 
absolutely established. Do not use extensively, in 
iarge amounts, or for prolonged periods of time in 
pregnant patients. 

Precautions: If irritation develops, discontinue use 
and institute appropriate therapy. In infections, use 


appropriate antifungal or antibacterial agents; if a 
favorable response does not occur promptly, 
discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are treated or 
the occlusive technique is used, increased systemic 
absorption of the corticosteroid may occur; take 
suitable precautions. 

Adverse Reactions: (local) Burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruption and hypopigmentation. 
ARISTOCORT-A CREAM: Each gram of 
ARISTOCORTA contains 0.25 mg. (0.025%), 1 mg. 
(0.126) or 5 mg. (0.596) of the highly active steroid, 


Triamcinolone Acetonide (a derivative of 
triamcinolone) in AQUATAIN, a specially formulated 
base composed of emulsifying wax NF isopropyl 
palmitate, glycerin USP sorbitol solution USP lactic 
acid, 2% benzyl alcohol and purified water. 
AQUATAIN™ is non-staining, water-washable, 
paraben-free, spermaceti-free and has a light texture 
and consistency. 


LEDERLE LABORATORIES, 
A Division of American Cyanamid Company, 
Pearl River, New York 10965 027-9 
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An IF-ANA Test System Employing 
Tissue Culture Substrate Cells 


TIME IT! PROVE IT! COMPARE IT WITH OTHERS! 


There’s no question that this new Tis- 
sue Culture ANA Test System places 
Zeus in the vanguard of producers of 
the highest quality IF Autoantibody 
Test Systems. Advantages such as 
faster test results; easier interpreta- 
tion dué to larger nuclei; consistent 
reliability; excellent discrimination; 
and precise monitoring of disease 
activity! 

Check the features. Discover for 
yourself how Zeus can help you ex- 
pand your diagnostic capabilities. The 
System includes ten-well slides for 50 
or 100 tests to meet the requirements 
of most labs. 
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New from Zeus 


The 
|, 80-Minute 





FEATURES 


. Indirect FA procedure. 
. Available as prestandard- 
ized kit or as components. 
. Convenient storage at 


-10°C or refrigerator 
freezer temperature. 


. Longer shelf life. 
. Prewashing of slides 


not necessary. 


. Results within 80 minutes. 
. Convenient 10 well slides 


with excellent hydro- 
phobic mask. 


. Detects all common ANA 


staining patterns. 


Ul ecc» ZEUS SCIENTIFIC INC. 


Send for Data Sheet ANA/TC-1 @ Foot of Thompson St., Raritan, NJ 08869 e 201-526-0800 € TWX 701-480-9346 





DISTRIBUTED BY 


scientific products 
GENERAL OFFICES 

14430 WAUKEGAN ROAD 
McGAW PARK, ILLINOIS 60085 
DIVISION OF AMERICAN HOSPITAL SUPPLY CORPORATION 
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New Edition from the AMA 


When you need comprehensive data on the physi- 
cian population, turn to the NEW edition of Physi- 
cian Distribution and Medical Licensure in the 
U.S. Compiled by the American Medical Associa- 
tion's Center for Health Services Research and 
Development, this informative volume offers you 
detailed statistical data for comparing regions, 
divisions, states, and counties with respect to 
their: 


e total number of physicians by specialty and 
professional activity 


e number of hospitals and hospital beds 
e number of inhabitants 

e physician-population ratios 

e counties without physicians 

e per capita and per household income 


New Sections 


This indispensable publication has almost dou- 
bled in size. Special sections devoted to women 





Physician 
Distribution 
and Medical 
Licensure in 


the US., 1976 











physicians and foreign medical graduates have 
been added. 


Since quantities are limited, please use the 
coupon to order today. $15.95 
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Order Department S/J 


American Medical Association 
P.O. Box 821 
Monroe, Wisconsin 53566 


Please send copy(ies) of Physician 
Distribution and Medical Licensure in the 
U.S., 1976 (OP-45) at $15.95 each. 


My check for $ 
is enclosed. 


payable to the AMA 


Name 


Address 


City/State/Zip 
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TOPSYN' 
(fluocinonide) 
Gel 0.0596 


Description TOPSYN gel 0.05% contains the active 
compound fluocinonide. Fluocinonide, which is the 
21-acetate ester of fluocinolone acetonide, has the 
chemical formula 6a, 9-difluoro-11 8, 16a, 17, 21- 
tetrahydroxypregna-1, 4-diene-3, 20-dione, cyclic 

16, 17-acetal with acetone, 21-acetate. 

TOPSYN gel contains fluocinonide 0.5 mg./g. in a gel 
base of propylene glycol. propyl gallate, disodium 
edetate, and Carbopol 940 (carboxypolymethylene) 
with NaOH and/or HCl added to adjust the pH. This 
clear, colorless, thixotropic vehicle is greaseless, non- 
staining and completely water miscible. The active 
ingredient is totally in solution. 


Indications Inflammatory manifestations of cortico- 
steroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity to 
any of the components of the preparation. 


Precautions If irritation develops, discontinue the gel 
and institute appropriate therapy. 


In the presence of an infection. institute use of an 
appropriate antifungal or antibacterial agent. If a 
favorable response does not occur promptly, discon- 
tinue the corticosteroid gel until the infection has been 
adequately controlled. 


If extensive areas are treated or if occlusive technique 
is used, there will be increased systemic absorption of 
the corticosteroid and suitable precautions should be 

taken, particularly in children and infants. 


The satety of topical steroids in pregnant women has 
not absolutely been established. In laboratory ani- 
mals, increases in incidences of fetal abnormalities 
have been associated with exposure of gestating 
females to topical corticosteroids, in some cases at 
rather low dosage levels. Therefore, drugs of this class 
should not be used extensively on pregnant patients. 
in large amounts or for prolonged periods of time. 
TOPSYN® (fluocinonide ) gel is not for ophthalmic use. 
Adverse reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching. irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, 
hypopigmentation, perioral dermatitis, allergic con- 
tact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 

Dosage and administration A small amount should 
be gently massaged into the affected area three or 
four times daily. as needed. 


How supplied 
TOPSYN Gel 0.05% — 15g.. 30g. and 60g. tubes 
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Because of its propylene glycol content and 
potency of the steroid, TOPSYN gel can be 
especially useful in steroid-responsive hyper- 
keratotic lesions affecting problem areas like the 
palms and soles. This is due to the keratolytic 
properties of its vehicle. In addition, 100% steroid 
solubility helps foster good penetration. 


TOPSYN gel also spreads well and evaporates 
readily. Thus, it can be used successfully to treat 
lesions in hairy areas of the extremities or in 
steroid-responsive lesions of the scalp. 


Please see preceding page tor summary ot prescribing intormation 


ICQ 5. 


Finally, TOPSYN gel is especially convenient 
because it drys quickly. Thus, patients who must 
work with their hands, for example, need not 
worry about sticky palms. 


Topsyn 
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Original Contributions 


The Actinic Cheilitis of 
Hereditary Polymorphic Light Eruption 


Arthur R. Birt, MD, FRCP(C), Georgina R. Hogg, MD, FRCP(C) 


è Sixty-four North American Indians 
with hereditary polymorphic light eruption 
(HPLE), or a family history of HPLE, had 
chronic, recurrent, exudative, and exfolia- 
tive cheilitis. Fifty-two had the cheilitis by 
the age of 10 years. Microscopically, the 
epithelium was either thickened, or 
thinned and covered by a thick crust. The 
dermis had a dense infiltration of inflam- 
matory cells, mostly lymphocytes and 
plasma cells. The condition was not 
premalignant. The HPLE has to be differ- 
entiated from the chronic actinic cheilitis 
caused by long exposure to sunlight with- 
out any element of hypersensitivity. The 
latter is potentially premalignant. Chronic 
recurrent actinic cheilitis associated with 
hereditary polymorphic light eruption ap- 
pears to be a specific characteristic of 
photosensitivity occurring in American 
Indians. Plasma cell infiltration is not 
specific for either type of cheilitis. 

(Arch Dermatol 115:699-702, 1979) 


ye 1960, several articles have 
been published describing a he- 
reditary type of polymorphic light 
eruption (HPLE) affecting Indians of 
the central plains of North America, 
of Central America, and in Colombia, 
South America." One of us (A.R.B.) 
has had the opportunity to study 175 


Accepted for publication Nov 16, 1978. 

From the Departments of Dermatology (Dr 
Birt) and Pathology (Dr Hogg), University of 
Manitoba, Faculty of Medicine, Winnipeg, Mani- 
toba, Canada. 

Read before the 53d annual meeting of the 
Canadian Dermatological Association, Winnipeg, 
Manitoba, Canada, June 20, 1978. 

Reprint requests to 714-233 Kennedy St, 
Winnipeg, Manitoba, R3C 3J5, Canada (Dr 
Birt). 
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North American Indians with this 
photodermatitis during the past 20 
years. About one third of our patients 
were male and two thirds female. In 
35% the eruption developed by the age 
of 5 years and in 70% by the age of 10 
years. 

In young children HPLE practically 
always starts on the face as an acute 
eczematous response with diffuse ery- 
thema, small papules, some exudation, 
and small crusts. Only the areas 
exposed to sunlight are involved, leav- 
ing helpful diagnostic clear areas 
under the hair, around the eyes, just 
under the nose, and on the anterior 
surface of the neck below the chin. 
Very often the lesions of HPLE on the 
face are associated with an acute 
exudative cheilitis. Lesions on the 
exposed areas of the dorsolateral 
aspects of the arms and forearms, and 
on the dorsal aspects of the hands are 
prurigo-like papules, usually sur- 
mounted by small secondary crusts. 
Occasionally, similar lesions may oc- 
cur on the anterior surfaces of the legs 
if they are exposed to sunlight. Clini- 
eal vesicles and bullae with subse- 
quent scarring are not observed on the 
face or extremities in HPLE. As the 
children approach puberty, the ecze- 
matous lesions on the face tend to 
become circumscribed clusters of 
small crusted papules on an erythema- 
tous base. In adults, the lesions on the 
face and neck may consist of erythem- 
atous plaques. 

Seventy-five percent of our Indian 
patients with HPLE have a family 
history of photodermatitis. In western 
Canada the eruption usually appears 
very early each spring and lasts until 


late in the fall. In some patients a mild 
dermatitis persists during the winter. 
Results of tests for erythropoietic 
protoporphyrins were negative. We 
were unable to produce positive reac- 
tions to photo skin tests* consistently 
in our patients. 

Recently, Calnan and Meara* have 
suggested that actinic prurigo 
(Hutchinson’s summer prurigo) is an 
entirely separate disease from PLE, 
and that the photodermatitis de- 
scribed in American Indians is in fact 
actinic prurigo. We disagree with this 
concept and prefer to consider actinic 
prurigo and HPLE as separate clinical 
variants of PLE. Ramsay? emphasizes 
the early age of onset in actjnic 
prurigo, the involvement of the but- 
tocks in 4066 of cases, and the presence 
of small excoriated papules leaving 
small pitted scars. An associated 
actinie cheilitis is not a feature of 
summer prurigo. In our patients with 
HPLE, there is also a very early age of 
onset; there appears to be a less vigor- 
ous reaction pattern in the skin with 
the absence of clinical vesicles and 
subsequent small pitted scars; there is 
no involvement of the buttocks; and 
an associated actinic cheilitis is very 
common. In this article we plan to 
describe in detail the actinic cheilitis 
that occurs so commonly with HPLE 
and that has not been described with 
other forms of PLE or actinic 
prurigo. 

MATERIALS AND METHODS 

The subjects of this study were 64 North 
American Indians with actinic cheilitis 
associated with HPLE. They were part of a 
total group of 175 American Indians with 
this dermatitis that we have studied 
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during the past 20 years. There were 25 
male and 39 female subjects. In 17 cheilitis 
developed by the age of 5 years, and a total 
of 52 out of the 64 had cheilitis by the age 
of 10 years. In three, the cheilitis developed 
between the ages of 11 and 20 years, and 
the age of onset in nine was between 21 
and 67 years. Eleven of the 64 had cheilitis 
as the sole expression of their photoderma- 
titis. Because of the inherent problem of 
persuading American Indians to return 
regularly for follow-up visits, very often 
from great distances, the psychologically 
traumatic procedure of taking lip biopsy 
specimens, particularly from children, was 
kept to a minimum. A total of seven biop- 
sies were performed on affected lips for 
study and for comparison with chronic 
actinic cheilitis. 

The specimens were fixed in 4% formal- 
dehyde solution and processed in the usual 
manner, taking care that the plane of 
section was vertical to the surface. Multiple 
sections, 4 to 5 u thick were stained with 
hematoxylin-eosin. The changes seen were 
compared with the appearance of normal 
lip and also with the changes seen in actinic 
cheilitis due to chronic exposure to light 
over many years. 


RESULTS 
Clinical Features 


The cheilitis of HPLE is chronic and 
recurrent, and is of the exudative 
exfoliative tvpe. In 53 of 64 of our 
cases, it was associated with HPLE on 
the face, arms, and dorsal surfaces of 
the hands. Both lips could be affected 
in varying degree, but in the majority 
of cases only the lower lip was 
involved to the edge of the vermilion 
border. The lip developed a severe 
erythema with considerable edema 
and often exudation with formation 
of adherent, yellowish crusts. Ulcera- 
tion occurred in some patients. In the 
milder forms or in the quiescent stage, 
the lip was dry and covered with fine 
adherent scales. In some, there were 
vertical fissures (Fig 1 and 2). Eleven 
of the 64 Indians with typical exuda- 
tive exfoliative cheilitis and a family 
history of HPLE had cheilitis as the 
sole clinical expression of their un- 
derlying hereditary photosensitivity 
(Fig 3 and 4). This exudative and 
exfoliative actinic cheilitis has a simi- 
lar seasonal incidence to the other 
lesions of HPLE with an acute exacer- 
bation of the cheilitis very early in the 
spring and often the persistence of 
some minimal lesions throughout the 
winter.'-? 


Pathologic Features 


The microscopic appearance of this 
exfoliative actinic cheilitis is quite 
constant with only minor variations. 
The epithelium may be uniformly 
thickened or the rete ridges accen- 
tuated, and it is often covered by a 
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Fig 1.—Four-year-old North American In- 
dian girl with impetiginized eczematous 
HPLE and exudative exfoliative cheilitis 
(from Birt’ and Birt and Davis*?). 





Fig 3.—Eighteen-year-old North American 
Indian man with acute, exudative, exfolia- 
tive cheilitis involving both lips. There 
were no other skin lesions. There was a 
family history of HPLE. 


Fig 4.—Fifty-five-year-old North American 
Indian woman with recurrent, exudative, 
exfoliative cheilitis every summer since 
childhood. There were no other skin 
lesions. There was a family history of 


HPLE (from Birt' and Birt and Davis’). 


hyperkeratotic layer; or, the epithe- 
lium may become thinned and covered 
by a thick crust containing necrotic 
polymorphonuclear leukocytes, fibrin, 
and RBCs (Fig 5). In some areas the 
epithelium can become attenuated 
and ulcer formation occurs. Very char- 
acteristic of the condition is the dense 
subepithelial infiltration by inflam- 
matory cells, often extending 
throughout the full thickness of the 
dermis. Most of these cells are 
lymphocytes and plasma cells with a 
few histiocytes, polymorphonuclear 
cells, and eosinophils (Fig 6). Some- 
times the lymphocytes are in dense 
aggregates that may have reactive 





Fig 2.—Eleven-year-old North American 
Indian girl with eczematous HPLE and 
exudative exfoliative cheilitis (from Birt 
and Davis’). 





follicular centers. The small vessels 
are prominent with plump endothe- - 
lium. Congestion and edema of the 
dermis are seen. Occasionally, there is 
spongiosis of the epithelium with 
microvesicle formation. In no case is 
there dysplasia or cellular atypia. 
The histology of chronic actinic 
cheilitis caused by long exposure to 
sunlight, without any known element 
of hypersensitivity, differs from that 
described in this article for chronic 
exfoliative actinic cheilitis. In chronic 
actinic cheilitis the epidermis may be 
thickened, thinned, or even ulcerated. 
Cellular atypia of varying degrees 
can occur up to the development of in 
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Fig 5.—Actinic cheilitis with HPLE. Irregularly thickened epider- Fig 6.—Actinic cheilitis with HPLE. Dense infiltrate of plasma cells 


mis with spongiosis and severe crusting. Inflammatory infiltrate and lymphocytes surrounding elongated rete ridge (hematoxylin- 
extends throughout dermis and at one point forms dense eosin, original magnification x 100). 

lymphoid aggregate (hematoxylin-eosin, original magnification 

x 16). 
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Fig 7.—Chronic actinic cheilitis. Epidermis is irregularly thickened Fig 8.—Chronic actinic cheilitis. Lymphocytes and plasma cells 
with elongated abnormal rete ridges. Cellular infiltrate intervenes are seen surrounding rete ridge with cellular atypia (hematoxylin- 
between epidermis and prominent band of solar elastosis (hema- eosin, original magnification x 160). 


toxylin-eosin, original magnification X 25). 
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situ or infiltrating squamous cell 
carcinoma. Solar elastosis is charac- 
teristic of the condition (Fig 7). 
Chronic inflammatory cells, including 
plasma cells, are seen in the dermis 
and are particularly dense when asso- 
ciated with areas of infiltrating carci- 
noma. Lesser degrees of cellular infil- 
trate are seen in areas in which the 
epithelium shows milder degrees of 
atypia (Fig 8). Usually the cellular 
dermal infiltrate is not as diffuse as it 
is in exfoliative actinic cheilitis. 


COMMENT 


There is need for a better classifica- 
tion of the types of actinic cheilitis. 
The term "chronic actinic cheilitis" is 
usually reserved for the dry, mildly 
scaly type of lesion involving the 
lower lip, particularly of persons 
exposed to strong sunlight for many 
years. The lesion tends to become 
leukoplakic, may develop fissures and 
small nodules, and has the potential to 
become malignant. It is important to 
differentiate it clearly from the 
chronic, recurrent, exudative, and ex- 
foliative familial cheilitis that can 
persist for many years without any 
probability of malignant change. To 
date, the mediator of this reaction 
pattern has not been found. 

The association of chronic recurrent 
exudative and exfoliative cheilitis 
with PLE appears to be a specific 
characteristic of the hereditary form 
of the eruption found in American 
Indians. Apart from our descrip- 
tions'? of actinic cheilitis associated 
with HPLE in North American 
Indians, and the brief descriptions of 
cheilitis associated with this dermati- 
tis by Brandt‘ in his observations of 
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Navaho Indians in Arizona, and by 
Schenck’ in his article on solar derma- 
titis in Chippewa Indians in Minneso- 
ta, the only other references we could 
find of the association of actinic chei- 
litis with PLE were in the reports of 
Londono et al* in South American 
Indians in Colombia, and by Padilla’ 
in Indians of Honduras. The associa- 
tion of cheilitis with HPLE plus the 
other diagnostic discrepancies men- 
tioned previously should help to 
differentiate this photodermatitis 
from actinic prurigo. 

It is interesting that Wise, in a 
discussion of a paper on actinic cheili- 
tis by Ayres” in 1923, reported that he 
had seen Navaho Indians in Arizona 
with bleeding lips following exposure 
to sunlight. He did not mention any 
associated dermatitis. The Navaho are 
of the same linguistic stock as the 
Chipewyans in the Canadian Arctic 
(Athapascan), and we have seen some 
of these Indians from the far north 
with cheilitis and associated HPLE. 
Gougerot'! and Pashkov and Kutin’? 
have noted a familial incidence of 
cheilitis in non-Indians. Jansen,? in 
Finland, in a discussion of HPLE, does 
not mention any association with 
actinic cheilitis. 

In 1960, Schuermann"™ introduced 
the term "plasmocytosis cireumori- 
ficialis” to include a spectrum of 
diseases, located around the body ori- 
fices, that was characterized histologi- 
cally by plasma cell inflammation. He 
included particularly lesions of the 
male and female genitalia and the 
buccal mucosa. Apart from a common 
plasma cell tissue reaction, the lesions 
have very little in common. As we 
have described, plasma cell infiltrates 
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are a common feature of both the 
exudative and exfoliative cheilitis 
without malignancy, and the chronic 
actinic cheilitis associated with malig- 
nancy. In our opinion the use of the 
words “plasma cell” in the clinical 
diagnosis only adds more confusion to 
the complex terminology of cheilitis. 
The treatment of chronic actinic 
exfoliative cheilitis is difficult. In 
1960, Schenck? reported a controlled 
trial of methoxsalen in solar dermati- 
tis of Chippewa Indians, and in 1964 
Jillson? recommended its use in the 
treatment of persistent light reactors. 
In 1968? we instituted a routine of 
oral therapy for the treatment of 
HPLE in American Indians and found 
that the administration of trioxsalen, 
5 to 10 mg daily to children under 16 
years, and methoxsalen, 20 mg daily 
to adults, will help to control their 
dermatitis. The medication has to be 
given over long periods of time, and 
there is apt to be a rapid exacerbation 
of the dermatitis if the medication is 
discontinued during the summer. The 
oral medication is given in association 
with adequate local therapy, which is 
not effective if used alone. As might 
be expected, because of the modified 
stratified squamous epithelium of the 
lips and the absence of melanocytes, 
the oral use of psoralens has not been 
helpful in the management of the 
cheilitis. In view of the absence of 
erythropoietic protoporphyrins in our 
cases and the desire to establish a 
meaningful series of patients with 
HPLE treated with psoralens, no 
alternative oral therapy for the cheili- 
tis has been tried. Protection of the 
lips from sunlight, including the use of 
a sunscreen lipstick, is recommended. 
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Metastases in Dermatological Patients 


With Squamous Cell Carcinoma 


Rigmor Møller, MD; Flemming Reymann, MD; Klaus Hou-Jensen, MD 


e Two hundred eleven patients in whom 
squamous cell carcinoma (SCC) of the 
skin had been diagnosed between 1950 
and 1959 were followed up from Jan 1, 
1976, to establish the incidence of metas- 
tases. A systematic study was carried out 
through follow-up examinations and trac- 
ing through population registers. 

We found 3.3% metastases in 153 
patients with skin SCC and 11% metas- 
tases in 55 patients with labial SCC. Three 
patients with genital SCC were free of 
metastases. These results and the avail- 
able literature on patients with SCC of 
osteomyelitic foci and scars from burns or 
x-ray treatment indicate that sharp dis- 
tinctions must be made among three 
groups of SCC: mucocutaneous, primary 
cutaneous, and cutaneous SCC secon- 
dary to inflammatory and degenerative 
processes. The incidence of metastases 
in the three groups is approximately 11%, 
3%, and 10% to 30%, respectively. 
Percentages found are important to der- 
matology clinics because skin SCC 
should be considered a malignant tumor 
with a higher incidence of metastases 
than previously assumed. 

(Arch Dermatol 115:703-705, 1979) 


I? available reports dealing with the 
incidence of metastases from squa- 
mous cell carcinomas (SCC) of the 
skin, the percentages given vary from 
0.5% to between 20% and 30%. The 
cause and site of the tumors influence 
the prognosis to a large extent, but 
since the data are not clear, we 
decided to investigate over a number 
of years the fate of those patients in 
whom a diagnosis of skin SCC was 
made. 
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MATERIAL AND METHODS 


The study comprised 264 patients in 
whom a diagnosis of skin SCC was made in 
the Department of Dermatology, Finsen 
Institute, during the period from 1950 to 
1959. 

The histological diagnosis was checked in 
1977, and the tumors were classified 
according to the Broders grading! as 
modified by Lever and Schaumburg- 
Lever.’ It was impossible to assess the 
depth of penetration, however, because of 
the nonuniform character of the speci- 
mens. 

It was possible to reexamine 253 histo- 
logical preparations. Through this reas- 
sessment, 188 patients were found to have 
definite SCC; 25 patients had probable 
SCC, and in 40 patients the diagnosis of 
SCC could not be confirmed. All patients 
were traced through the population regis- 
ter; only two could not be found. 

For all patients who had died, death 
certificates were procured from the central 
register for death certificates. 
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All patients were checked in the Danish 
Cancer Register, to which all cases of 
cancer diagnosed by Danish physicians are 
reported. In this register all death certifi- 
cates are examined, which ensures a very 
high degree of accuracy.” 

Ultimately, the study comprised 186 
patients with SCC and 25 patients with 
probable SCC in whom the histological 
diagnosis had been verified and who had 
been followed up either to Jan 1, 1976, or to 
death. 

The sex and age distribution of the 211 
patients from both groups appears in the 
Figure. At the time of diagnosis, there 
were 141 men, average age 65.5 years, and 
70 women, average age 65.3 years. On Jan 
1, 1976, 24 men and 21 women were still 
living, while 117 men and 49 women had 
died. 

The classification of SCC into grades 
appears in Table 1. Seventy-seven percent 
of all tumors are grades 1 and 2. Otherwise, 
regarding grade classification, all tumors 
are equally distributed as far as age and 
sex are concerned. 
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Age and sex distribution of 211 patients with squamous cell carcinoma of the skin. Black 
sections of columns indicate probable squamous cell carcinoma. 
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Table 1.—Histological Grades and Patients' Age and Sex 


Women 0 0 0 0 0 

Women 1 9 5 10 32 

Women 1 2 9 5 22 

Women 0 6 

Women 0 0 0 

Probable Men 2 2 3 1 6 1 0 15 
SCC 


Table 2.—Localization and Histological Grading of Tumors 
Sex 


Grade Head (Lip) Truncus (Genital) Extremities (Hands) Neck 
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0 Men 4( 4) 0 1.€.1) 0 
Women 0 0 0 0 
1 Men 37 (14) 1 (1) 9( 6) 2 
Women 21 ( 3) 2 (1) 8( 5) 1 
2 Men 46 (20) 3 9( 6) 1 
Women 13( 5) 1 (1) 7( 4) 1 









Women 4 ( 1) 0 1 1 
Women 0 0 0 0 
Probable Men 13 ( 3) 0 2 0 
SCC Women 8( 2) 0 2471) 0 
Total Men 112 (44) 4 (1) 22 (14) 3 
Women 46 (11) 3 (2) 18 (10) 3 









Table 3.—Duration of Tumor at Diagnosis and Histological Grade 
Grade Sex Months 1 to 3 yr 3 yr Unknown 
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Women 0 0 
Women 20 6 
i Women 10 10 
Women 3 
Women 0 
SCC Women 6 


Total Men 84 32 1 
Women 39 20 
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Table 4.—Treatment of Tumor and Histological Grading 
Women 0 0 0 
Women 18 3 
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2 Men 35 12 
Women 13 2 
Women 6 
Women 0 
SCC Women 6 
Women 43 6 16 






Oj 
Oj- 





Oojojojo 






C5 






oi 
Nm[-—|[ojo 
= | O 






— 






Qi | NN 





The sites and grades of the tumors 
appear in Table 2. Labial SCC amounts to 
31.9% of the tumors in men and 15.7% in 
women. Mucocutaneous SCC (lips and geni- 
tals) amounts to 32% of the tumors in men 
and 18.6% in women. Tumor incidence on 
light-exposed areas of the skin (head, neck, 
hands) was 91.5% in men and 84% in 
women. 

In six men SCC was found in scar tissue: 
two in x-ray scars, two in scars after 
frostbite, one after burn, and one in a 
crural ulcer. In the women, one SCC devel- 
oped after x-ray-treated lupus erythema- 
tosus and one after lupus vulgaris treated 
with ultraviolet light. 

The duration of the tumors at the time of 
diagnosis appears in Table 3. As usual, 
these data are somewhat inaccurate but, as 
is seen, more than 50% of the patients 
appeared for treatment within the first six 
months after having noticed the tumor. 

The statements in the case records 
concerning the size and infiltration of the 
tumors are so unreliable that an assess- 
ment of these factors is impossible. 

The tumors were treated almost exclu- 
sively in the Departments of Radiotherapy 
and Plastic Surgery of the Institute. The 
type of treatment in relation to the grades 
of the tumors appears in Table 4. Normally, 
fractionated x-ray treatment was given, 
totaling 5,000 rads, 60 to 100 kV. Tumors of 
the lips were, as a rule, treated with 
implantation of radium. 

In addition to the tumors treated during 
the period 1950 to 1959, 16 men and eight 
women were treated for various malignant 
skin neoplasms. 


RESULTS 


Of the 211 patients in this study, 
metastases were found in 11 (5.2%)— 
nine men (6.3%) and two women 
(2.8%). 

If the mucocutaneous tumors are 
excluded, in the entire population five 
patients were found to have metas- 
tases—3.8% (5/153). Of the tumors 
localized to light-exposed skin, ten 
were found to have metastasized— 
5.3% (10/188). If lip cancer is excluded 
from this group, the percentage is 3.0 
(4/133). Among the 55 patients with 
lip cancer, six (11%) were found to 
have metastases. 

At the time of diagnosis, nine of the 
metastasizing tumors had been pres- 
ent for less than one year. All patients 
with metastases had died. Only two of 
them lived for more than two years 
after the diagnosis of SCC was made. 
Primarily, seven of the metastasizing 
tumors had been treated with x-ray, 
one with radium implantation, and 
three surgically. 

Nine patients had metastases in 
regional lymph nodes, and two of 
them also had distant metastases in 
the brain and in bones and brain, 
respectively. One patient had distant 
metastases in the lungs only, and in 


Table 5.—Distribution of 40 Patients in Whom SCC Diagnosis Could Not Be 





Verified 
Sex Senile Keratosis Basal Cell Carcinoma Other Tumors Total 
Men 10 5 3 18 
Women 7 5 10 22 
Total 17 10 13 40 


one patient, no information about the 
site of metastases was available. 

Eight patients died from the SCC 
with metastases. One died in connec- 
tion with treatment for the metas- 
tases (resection of the neck lymph 
nodes), and two patients died from 
intercurrent diseases. 

In the 40 patients in whom the 
diagnosis of SCC could not be verified 
by review of the histological speci- 
mens, the age distribution was identi- 
eal to that of the remaining part of the 
group. There were 19 men and 21 
women. Two men could not be traced 
through the population register and, 
consequently, a follow-up was impos- 
sible. The distribution with regard to 
the histological diagnoses of these 
tumors appears in Table 5. The group 
"other tumors" in Table 5 includes 
only one keratoacanthoma; all kera- 
toacanthomas where the diagnosis 
was doubtful, as compared to SCC, are 
included in the group probable SCC. 
No metastases were found in the 40 
patients with other tumors. 


COMMENT 


Previous attempts to determine the 
incidence of metastases in SCC have 
yielded highly variable results. Hence, 
Lund, on the basis of 1,000 consecu- 
tive biopsy samples submitted by 
practicing dermatologists, tried to 
classify the types of SCCs and to 
determine the frequency of metas- 
tases. This method, as Lund realizes, 


1. Broders AC: Squamous-cell epithelioma of 
the skin. Ann Surg 13:141-160, 1921. 

2. Lever WF, Schaumburg-Lever G: Histopa- 
thology of the Skin. Philadelphia, JB Lippincott 
Co, 1975, pp 476-478. 

3. Clemmesen J: Statistical Studies in Malig- 
nant Neoplasms: I. Copenhagen, Munksgaard, 
1965. ! 

4. Clemmesen J: Statistical Studies in Malig- 
nant Neoplasms: II. Copenhagen, Munksgaard, 
1964. 

5. Clemmesen J: Statistical Studies in Malig- 
nant Neoplasms III. Copenhagen, Munksgaard, 
1969. 

6. Lund HZ: How often does squamous cell 
carcinoma of the skin metastasize? Arch Derma- 
tol 92:635-637, 1965. 

7. Epstein E, Epstein NN, Bragg K, et al: 
Metastases from squamous cell carcinomas of the 


Arch Dermatol—Vol 115, June 1979 


involves a high risk of error. As 
regards truly aggressive SCC, he 
finds an incidence of metastases of 
approximately 0.5%. 

Based on an exhaustive survey of a 
cancer register that covers the major- 
ity of the hospitals in California, 
Epstein et al' found an approximate 
2% of metastases. This percentage 
represents a minimum value, since it 
applies to the date of diagnosis. 

In a study of 413 conseeutive 
patients with SCC Katz et al* found 
2.6% metastases developing. All pa- 
tients with metastatic disease at the 
time of diagnosis were excluded from 
the study. 

All the above reports exclude muco- 
cutaneous cancer. 

Surveys of surgical patient groups 
form the basis of a number of other 
important reports of the assessment 
of the degree of malignancy of SCC. 
Arons et al" found 18% metastases of 
SCC developed in burn scars and, 
similarly, Sedlin and Flemming" 
found 31% metastases of SCC devel- 
oped in osteomyelitie foci. Also, SCC 
in x-ray sears show a considerable 
tendency to metastasize. Martin et al" 
found 20%, to which should be added a 
report by Hornberger,” who found up 
to 30% metastases of SCC developed 
in scars of lupus vulgaris. Generally, 
such tumors are considered to be a 
result of previous x-ray or Finsen 
light treatment. In addition to the 
above studies, numerous reports are 
available on studies by Hillstróm and 
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metastasizing SCC varied from about 
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quency of metastasizing SCC vary so 
much in the various reports that it is 
difficult to obtain a clear impression 
of the degree of malignancy. These 
variations can hardly be due solely to 
erroneous diagnoses or to special 
selection of patients, even though it is 
difficult to evaluate several of the 
above-mentioned reports. Our group 
of patients presents a frequency of 
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ing very well to the results obtained 
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course, of great importance for the 
prognosis, but all other factors being 
equal, the degree of malignancy of 
SCC, as assessed by the incidence of 
metastases, seems to depend first and 
foremost on the anatomical site. 

Regarding the daily work in a 
dermatological clinie, it is very impor- 
tant to emphasize that a sharp distinc- 
tion must be made between primary 
and "secondary" SCC. Primary SCC 
localized to the skin has an incidence 
of metastases upward of 3%; primary 
mucocutaneous SCC  metastasizes 
much more frequently—11% in the 
present study—and secondary SCC, 
developing in burn scars, x-ray scars, 
osteomyelitie foci, ete, metastasize 
with a frequency varying from 10% to 
30%. 
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Microscopically Controlled Surgery for 


Extramammary Paget's Disease 


Frederic E. Mohs, MD, Lucius Blanchard, MD 


è In five cases of extramammary Pag- 
et's disease (EMPD), the neoplasms were 
removed under complete microscopical 
control by means of fixed-tissue chemo- 
surgical technique in one case and fresh- 
tissue technique in four cases. In each 
lesion there were histologically involved 
areas extending several centimeters into 
clinically normal-appearing skin. All pa- 
tients have been free of the disease for 
periods from four months to nine years. 
Other authors using conventional surgery 
have reported a recurrence rate of 44%. 
Microscopically controlled surgery offers 
the most reliable method of removing all 
of the neoplastic tissue EMPD and 
preserves as much normal tissue as 
possible. 

(Arch Dermatol 115:706-708, 1979) 


xtramammary  Paget's disease 
(EMPD) was first described on 
the scrotum and penis by Crocker! in 
1889, and on the vulva by Dubreuilh? 
in 1901. It usually occurs in the ano- 
genital area of patients more than 50 
years old, and it is more common in 
women. It appears as an erythema- 
tous plaque, which may become ecze- 
matous, crusted, and pruritic. Well- 
established lesions may be papillary or 
eroded. 
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Paget’s cells are large, pale, vacuo- 
lated cells in the epidermis, with a 
clear to slightly basophilic cytoplasm 
and large vesicular nuclei, which may 
be central or compressed laterally. 
Mitotic figures are unusual. The cells 
may form strands, nests, or glandular 
patterns and may involve follicles and 
sweat glands. Hyperkeratosis, acan- 
thosis, and parakeratosis occur in 
older areas. Although many cases 
have been examined in extensive 
detail, the question of whether EMPD 
is of multifoeal epidermal origin or 
represents a migration of Paget's cells 
into the epidermis from an underlying 
sweat gland carcinoma remains unset- 
tled.* 

Silent peripheral extensions of 
EMPD may extend irregularly and 
unpredictably for a long distance 
beyond the borders of the clinically 
involved skin. The difficulty of deter- 
mining adequate resections with the 
usual surgical procedures results in a 
high recurrence rate. Excision under 
complete microscopical control per- 
mits the greatest assurance of eradi- 
cation and preserves the greatest 
possible amount of normal tissue. Five 
case reports of patients treated in this 
manner are presented. 


REPORT OF CASES 


Case 1.—Sixteen years before admission 
to the Chemosurgery Clinic, a 50-year-old 
woman noted the development of a right 
vulvar dermatitis, which persisted despite 


topical medication. Five years later a biop- 
sy specimen revealed EMPD, and she was 
treated with radiation and several surgical 
procedures. One year later a papillary 
adenocarcinoma of the uterus was re- 
sected. Recurrences of the EMPD devel- 
oped on the left vulva, pubis, and groin. 
Eleven years after the initial diagnosis of 
EMPD, she was referred for microscopical- 
ly controlled excision. The lesion was an 
erythematous, papillated, scaly plaque in- 
volving the entire vulva, pubis, clitoris, 
urethra, and both groins. The labia were 
thick and indurated. The area involved 
measured 74 x 85 mm. Nodes were not 
palpable. The lesion was excised in nine 
microscopically controlled stages, using the 
fixed-tissue chemosurgical technique. The 
neoplasm extended well beyond the clini- 
cally apparent margins. Sections showed 
typical intraepidermal Paget's cells, which 
became fewer and finally disappeared as 
the excisions were extended peripherally. 
No deeply invasive carcinoma was found. 
The wound healed by second intention, 
with good cosmetic results. The patient 
died nine years later of a hepatic carcino- 
ma, apparently metastatic from the uterus. 
There was no recurrence of the EMPD. 
CASE 2.—A 68-year-old woman noted the 
development of a vulvar rash, which resist- 
ed conservative therapy for several 
months, one year prior to admission to the 
Chemosurgery Clinic. A biopsy specimen 
then revealed EMPD, and a simple vulvec- 
tomy was performed. Skin margins were 
positive, and perineal biopsy specimens 
showed Paget’s cells. Therefore, the pa- 
tient was referred for chemosurgery. The 
vulva was well healed, with partially 
absent labia and a poorly defined area of 
induration and scaling on the left vulva 
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Fig 1.—Case 2. Recurrence of extramam- 
mary Paget's disease on left vulva follow- 
ing wide simple vulvectomy. 


* A 
^ 
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Is 
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hyperkeratosis, parakeratosis, acanthosis, and nests of Paget's 
cells in epidermis (hematoxylin-eosin, original magnification 


x 40). 


(Fig 1). Fourteen stages, using the fresh- 
tissue technique followed by dichloracetic 
acid for hemostasis, were required to reach 
a tumor-free plane. The neoplasm ex- 
tended posteriorly to the anus and to both 
buttocks and the medial aspect of both 
thighs. It went a short distance into the 
vagina and around the urethral orifice (Fig 
2). Healing was by second intention. There 
were no complications, and there has been 
no recurrence for four years (Fig 3). 
Sections of the clinically detectable area of 
the neoplasm showed parakeratosis, acan- 
thosis, and many Paget's cells (Fig 4). 
Sections from normal-appearing skin sev- 
eral centimeters from the grossly visible 
lesion showed fewer large Paget's cells, but 
still a considerable number of smaller 
immature Paget's cells (Fig 5). 
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Fig 2.—Granulation tissue following exci- 
sion in 14 stages, using fresh-tissue tech- 
nique followed by dichloracetic acid cau- 
terization. 


CASE 3.—A 68-year-old man noted the 
development of a rash, thought to be 
fungal, on the left scrotum and groin five 
years before admission to the Chemosurge- 
ry Clinic. There was no improvement after 
a year, and a biopsy specimen showed 
EMPD. The area was excised and grafted. 
Skin margins were positive, and the edges 
were reexcised. One and a half years later 
two areas of recurrence developed, and the 
patient was referred to the Chemosurgery 
Clinic. There were two erythematous, indu- 
rated areas at the right edge of the graft. 
The intervening skin appeared to be clini- 
cally uninvolved. The lesions were excised 
by six microscopically controlled excisions, 
using the fresh-tissue technique followed 
by dichloracetic acid cauterization for 
hemostasis. There was wide peripheral 


Fig 3.—Healed defect with no recurrence 
for four years. 





Fig 5.—Histologic appearance of clinically normal skin, showing 
fewer large typical Paget's cells, but associated with smaller, less 
mature Paget's cells with hyperchromatic nuclei (hematoxylin- 
eosin, original magnification X 40). 


extension, and the two clinically recurrent 
lesions were histologically confluent. The 
skin of the medial aspect of the thigh and 
most of the scrotum was involved. The 
final defect was 50 x 75 mm. Microscopic 
sections showed Paget's cells in the epider- 
mis, but no invasive carcinoma. Healing 
was by second intention without complica- 
tion. There has been no recurrence in 18 
months. 

CASE 4.—A 69-year-old woman noted the 
development of a vulvar lesion, which was 
diagnosed by biopsy as EMPD, five years 
prior to admission to the Chemosurgery 
Clinie. A radical vulvectomy and node 
dissection were performed. One year later 
a recurrence was treated by local excision. 
Two years later there was a second recur- 
rence, and the patient was referred for 
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mieroscopically controlled excision. There 
was involvement of the vulva, vagina, peri- 
neum, and urethra. The areas were widely 
excised, and a tumor-free plane was 
reached in two microscopically controlled 
stages, using the fresh-tissue technique 
followed by dichloracetic acid cauteriza- 
tion. Sections showed Paget's cells without 
evidence of deep invasion. Healing was 
complicated by an enlarging area of gran- 
ulation tissue over a cystocele. On biopsy 
this proved to be an adenocarcinoma, with 
no Paget's cells. The involved areas of 
EMPD have been free of recurrence for 18 
months. The adenocarcinoma was treated 
with interstitial cesium implantation. 
Case 5.—A 67-year-old woman noted the 
development of a rash on the right buttock 
two years before entering the Chemosur- 
gery Clinic. It was treated as psoriasis for 
two years, after which a biopsy specimen 
showed a hyperplastic epidermal lesion 
thought to be neoplastic, and she was 
referred for evaluation. There was an 
erythematous plaque 24 x 39 mm on the 
right buttock, extending into the anal 
canal. The lesion was excised in four micro- 
scopically controlled stages, using the 
fresh-tissue technique followed by dichlor- 
acetic acid cauterization. It extended into 
the anal canal, including part of the 
sphincter muscle. Sections showed Paget’s 
cells without deep invasion, except in the 
region of the anus. Healing by second 
intention was without complication. There 
has been no recurrence in four months. 


COMMENT 


As cited in review studies, EMPD 
has a local recurrence rate of 31% to 
61%.+° We reviewed 73 cases of EMPD 
with at least six months of follow-up 
from case reports since 1967.*""'' The 
overall local recurrence rate was 44%. 
The EMPD associated with an inva- 
sive’carcinoma recurred in 67% of 18 
patients. The EMPD with only intrae- 
pidermal disease recurred in 36% of 55 
patients. The recurrence rate with 
involvement of follicles and sweat 
glands without penetration of the 
basement membrane was not differ- 
ent from intraepidermal disease. This 
supports similar findings by oth- 
ers." Recurrences may appear 
from several months to longer than 
ten years.^ In one series a mean time 
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of 45.4 months was reported." Usual- 
ly EMPD has a seemingly benign 
course, with only local recurrences, if 
there is no evidence of invasion early 
in the disease." Late metastases 
have been reported, however." 

The treatment of EMPD in the past 
has been primarily surgical. Radio- 
therapy has been tried without suc- 
cess.'? Vulvectomy, with removal of all 
gland-bearing tissue, has been recom- 
mended if there is only local disease. 
The value of node dissection is 
unknown." Attempts to define the 
extent of involvement by “tissue- 
mapping” with multiple biopsies and 
careful study of surgical margins" 
does not appear to have reduced the 
local recurrence rate. 

The most primitive Paget's cell is a 
small undifferentiated cell with a 
dense hyperchromatic nucleus. It re- 
sembles a basal cell.'* An intermediate 
form is a large polygonal cell with 
eosinophilic cytoplasm, which resem- 
bles cells of apocrine carcinoma." As 
these cells mature they accumulate 
mucopolysaccharides and form typical 
Paget's cells. These have been found 
frequently at the periphery of lesions 
of EMPD, as well as in the dermis and 
nodes when EMPD becomes inva- 
s]ve."*!5 

All five cases presented here have 
remained free of recurrence for peri- 
ods ranging from four months to nine 
years. Patient 4 had an underlying 
carcinoma, but no recurrence of the 
EMPD. Other primary carcinomas 
have been reported in about 30% of 
patients with EMPD." Patient 1 had a 
uterine carcinoma not related to her 
EMPD. 

The mieroscopically oriented histo- 
graphic surgery" technique offers the 
most reliable means of removing all 
neoplastic disease in EMPD and 
preserves as much normal tissue as 
possible." The complete examination 
of all deep and peripheral margins will 
also disclose any areas of invasive 
disease. The operator should be famil- 
iar with the various types of Paget’s 
cells, so that no positive areas or 


underlying invasion are overlooked. 
Paget’s cells in follicles and sweat 
glands should not be considered inva- 
sive malignancy. 


Figures are reproduced from Mohs," with 
permission of the publisher. 


References 


1. Crocker HR: Paget’s disease affecting the 
scrotum and penis. Trans Pathol Soc 40:187, 
1889. 

2. Dubreuilh W: Paget’s disease of the vulva. 
Br J Dermatol 13:401-413, 1901. 

3. Roth LM, Lee SC, Ehrlich CE: Paget’s 
disease of the vulva: A histogenetie study of five 
eases including ultrastructural observations and 
review of the literature. Am J Surg Pathol 
1:193-206, 1977. 

4. Boehm F, Morris JM: Paget’s disease and 
apocrine carcinoma of the vulva. Obstet Gynecol 
38:185-192, 1971. 

5. Helwig EB, Graham JH: Anogenital (extra- 
mammary) Paget’s disease: A clinicopathological 
study. Cancer 16:387-403, 1963. 

6. Taki I, Janovski NA: Paget’s disease of the 
vulva: Presentation and histochemical study of 
four cases. Obstet Gynecol 18:385-402, 1961. 

7. Creasman WT, Gallagher HS, Rutledge F: 
Paget’s disease of the vulva. Gynecol Oncol 3:133- 
148, 1975. 

8. Fenn ME, Morley GW, Abell MR: Paget’s 
disease of the vulva. Obstet Gynecol 38:660-670, 
1971. 

9. Fetherston WC, Friedrich EG Jr: The origin 
and significance of vulvar Paget’s disease. Obstet 
Gynecol 39:735-744, 1972. 

10. Koss LG, Ladinsky S, Brockunier A Jr: 
Paget’s disease of the vulva: Report of ten cases. 
Obstet Gynecol 31:513-525, 1968. 

11. Lee SC, Roth IM, Ehrlich CE, et al: Paget’s 
disease of the vulva: A clinicopathologic study of 
13 cases. Cancer 39:2540-2549, 1977. 

12. Taylor PT, Stenwig JT, Clausen H: Paget's 
disease of the vulva. Gynecol Oncol 3:46-60, 
1975. 

13. Tsukada Y, Lopez RG, Pickren JW, et al: 
Paget's disease of the vulva: A clinicopathologic 
study of eight cases. Obstet Gynecol 45:73-78, 
1975. 

14. Williams SL, Rogers LW, Quan SH: Peria- 
nal Paget's disease: Report of seven cases. Dis 
Colon Rectum 19:30-40, 1976. 

15. Hart WR, Millman JB: Progression of 
intraepithelial Paget's disease of the vulva to 
invasive disease. Cancer 40:2333-2331, 1977. 

16. Parmley TH, Woodruff JD, Julian CG: 
Invasive vulvar Paget’s disease. Obstet Gynecol 
46:341-346, 1975. 

17. Shelley WB: MOHS: Microscopically 
oriented histographic surgery. Arch Dermatol 
114:1097-1098, 1978. 

18. Mohs FE: Chemosurgery: Microscopically 
Controlled Surgery for Skin Cancer. Springfield, 
Ill, Charles C Thomas Publisher, 1978. 


Extramammary Paget’s Disease—Mohs & Blanchard 


Antibodies Eluted From 
Lymphoid Cell Membrane 


Occurrence in Certain Varieties of Scleroderma 


R. H. Cormane, MD; F. Hamerlinck; E. Nunzi, MD 


è By means of acid elution two antibod- 
ies could be removed successfully from 
the circulating lymphocytes of 11 patients 
with certain varieties of scleroderma. One 
was specifically directed against nuclear 
antigen(s) of endothelial cells (NEC) of 
the dermal blood vessels, and another 
against nuclear antigen(s) of epidermal 
basal cells (NBC) of the involved and 
uninvolved skin of the patients. In two 
cases of acroscleroderma, the eluates 
failed to react with either endothelial or 
basal cells of involved or uninvolved skin. 
In none of 20 healthy controls involved in 
this study could an antibody be eluted 
from the circulating lymphocytes. The 
aforementioned antibodies do not bind 
complement in vitro and do occur in 
the serum of four patients. Circulating 
antinuclear antibody (speckled type) was 
detectable in two cases of scleroderma. 

(Arch Dermatol 115:709-712, 1979) 


Dl the various clinical manifestations 
of scleroderma, histological and 
immunological findings suggest that 
immunological mechanisms play a role 
in the pathogenesis of the disease.’ 
Moreover, results of histological stud- 
ies point to the capillary bed as the 
primary site of the injury.** Further- 
more, the presence of mononuclear 
cell infiltrates in the skin from local- 
ized and systemic scleroderma has 
been reported by Fleischmajer et al.’ 
According to these authors the high 
frequency and severity of cell infil- 
trates suggest that they represent an 
early event that precedes the develop- 
ment of fibrosis. 

In previous studies, antibodies di- 
rected against various skin antigens 
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could successfully be removed from 
cireulating peripheral lymphoid cells 
of patients in which these antibodies 
were not detectable in the serum.^^ 
These results indicated that a specific 
antibody may be present on the 
membrane of circulating lymphoid 
cells, rendering them cytophilie to 
other cells or tissue structures. 

The above-mentioned observations 
induced us to find out whether a 
specific antibody directed against 
endothelial cells could be eluted from 
circulating lymphocytes of patients 
with diffuse scleroderma, acrosclero- 
derma and morphea (generalized and 
in plaques). Twenty healthy controls 
were included in this study. 


MATERIALS AND METHODS 
Patients 


Data of the 11 untreated patients with 
certain varieties of scleroderma involved in 
this study, as well as age at onset of the 
disease, are summarized in Table I. The 
diagnosis was based on clinical and histo- 
pathological criteria as described by 
Jablonska.' 


Healthy Controls 


Twenty healthy staff members served as 
controls for testing of sera and eluates of 
circulating lymphoid cells in the presence 
of antibody. 


Chemicals and Reagents 


1. Twenty millimeters of metrizoate 
sodium (Isopaque) solution was diluted 
with 25 mL of distilled water. 

2. Ten parts of metrizoate were mixed 
with 24 parts of 9% solution of a copolymer 
of sucrose and epichlorohydrin (Ficoll). 

3. Phosphate-buffered saline solution 
(PBS) with a pH of 7.2, 8.5 g of sodium 
chloride +1.07 g of dibasic sodium phos- 
phate, and 0.39 g of monobasic sodium 
phosphate were dissolved in 1 L of distilled 
water. 

4. Tromethamine, 20.6 g, was dissolved 
in 1 L of sterile water. The pH was 
adjusted to 7.3 with concentrated hydro- 
chloric acid. Ammonium chloride, 8.3 g, Was 
dissolved in 1 L of sterile distilled water. 
One part of the tromethamine buffer was 
added to nine parts of ammonium chloride 





solution to make the final tromethamine- 
buffered ammonium chloride solution. 

5. A citrate-buffered solution with a pH 
of 3.2 was made with (a) 0.1 M of citric acid, 
which is 21.02 g of citric acid monohydrate 
dissolved in 1 L with demineralized water; 
and (b) 0.1 M of sodium citrate (the dihy- 
drate rather than the pentahydrate should 
be used), which is 29.4 g of sodium citrate 
dissolved in 1 L with demineralized water. 
Thus, the final citrate-buffered solution 
consists of 43.7 mL of 0.1 M of the citric 
acid solution +6.3 mL of 0.1 M of the 
sodium citrate solution, diluted to 1 dL 
with demineralized water to make a 
citrate-buffered solution with a pH of 3.2. 
This solution can be stored at 4 °C. The 
characteristics of fluorescein-isothiocya- 
nate-labeled conjugates are given in Ta- 
ble 2. 


Lymphoid Cell Separation 


Lymphoid cell separation was carried out 
according to the method of Bóyum." Fifty 
milliliters of peripheral blood was collected 
by venipuncture in Erlenmeyer flasks 
containing 50 glass pearls and shaken for 
ten minutes. After defibrination, 150 mL 
of isotonic sodium chloride solution was 
added. Twenty-five milliliters of this 
suspension was added to 10 mL of metri- 
zoate-Ficoll mixture. The suspension was 
centrifuged at 400 g for 20 minutes. The 
resultant lymphoid-cell-rich layer between 
the metrizoate-Ficoll solution and the 
supernatant was aspirated and washed 
three times in isotonic sodium chloride 
solution. After each washing, the lymphoid 
cell suspension was lightly centrifuged at 
200 g. The cells thus obtained were 
composed of about 90% to 95% lymphoid 
cells and 5% to 10% monocytes and neutro- 
phils. For all separation procedures, only 


Table 1.— 
Scleroderma Cases Studied 


No./Sex/Age 
at Onset, yr 


1/F/63-81 
1/M/63-81 
2/F/68-71 
4/F/9-75 
2/F/8-56 
1/M/8-56 


Case 
Diffuse scleroderma 


Acroscleroderma 
Generalized morphea 
Morphea in plaques 
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thoroughly cleaned and siliconized glass- 
ware was used. 


B and T Cells 


The methods for the assessment of circu- 
lating B and T cells that were adopted in 
the present study have been described in 
detail elsewhere. They have been per- 
formed on the patients, as well as on the 20 
healthy controls. 


Elution of Antibodies From 
Circulating Lymphoid Cells 


Twenty healthy controls were also 
included in the elution studies. The WBCs 
were washed five times in phosphate- 
buffered saline solution (pH, 7.2). The last 
washing was done in 0.5 mL of phosphate- 
buffered saline solution, and the superna- 
tant was stored as a control. The cells were 
then suspended in 0.5 mL of a 0.05-M 
citrate buffer (pH, 3.2) and incubated over- 
night at 40 ?C. 

Subsequently the suspensions were cen- 
trifuged at 200 g for ten minutes, and the 
supernatant (now called eluate) was 
brought to a pH of 7.2 by addition of 0.1N 
sodium hydroxide. Without dialyzation or 
concentration, the eluate was used to study 
the presence of eluted antibodies with the 
indirect immunofluorescent technique. 


Immunofluorescent Studies 


The Preparation of Skin Sections.—Punch 
biopsies were taken from the clinically 
affected and uninvolved skin (Fig 1 and 2), 
with the patient locally anesthesized with 
2% lidocaine. The specimens were prepared 
following the techniques described earlier, 
which involve placing the tissue sample 
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into an empty capsule and then filling the 
capsule with a 10% gelatin solution." The 
capsule is placed in a small tin container, 
frozen in liquid nitrogen, and stored at —70 
"OR 

Sections were cut at 4 u with a cryostat 
and dried on a microscopic slide for 30 
minutes. Next they were washed with PBS 
(pH, 7.2) for 30 minutes and then incubated 
with conjugates in a moist chamber for 30 
minutes. Finally, they were washed twice 
for 30 minutes with PBS (pH, 7.2). 

In Vivo Immunofluorescent Studies of the 
Skin Sections.-For the demonstration of 
tissue- and cell-bound immunoglobulins (ie, 
IgG, IgA, IgM, IgD, and IgE) and C3 in the 
skin biopsy specimens, the conjugates were 
used as shown in Table 2. 

In Vitro Immunofluorescent Studies of the 
Skin Sections.—For the detection of circu- 
lating antibodies in patients, the in vitro 
immunofluorescent method was employed. 
Non-light-exposed skin of 20 healthy 
controls, as well as rat tongue, served the 
purpose of the substrates. For detection of 
antibodies in the eluates, the skin section 
was first incubated with the eluate of the 
isolated circulating lymphocytes of the 
same patient and subsequently with fluo- 
rescein-isothiocyanate labeled antisera, as 
shown in Table 2. 

In Vitro Complement Fixation Test.— Indi- 
rect complement staining was carried out 
according to the method described by 
Jordon et al, for the detection of comple- 
ment fixing antibodies in the eluates. 
Unfixed sections of rat tongue were cut in 
a cryostat at —20 °C, then treated with the 
eluate of the patients' or controls' lymphoid 
cells for 30 minutes at room temperature. 
After a 30-minute buffered-saline rinse, 


Fig 1.—Cryostat section of clinically uninvolved skin of patient with 
generalized morphea. For methods used, see "Immunofluorescent 
Studies" section in text. Antibody present in eluate is reactive with 
nuclei of basal layer cells (upper arrow) and endothelial cells of blood 
vessel in midportion of dermis (lower arrow [ x 300]). 





Fig 2.—Cryostat section of involved skin of patient with diffuse sclero- 
derma. For methods used, see "Immunofluorescent Studies” section. 
Antibody present in eluate is reactive with nuclei of endothelial cells of 
blood vessel (arrows [ x 450]). 


the sections were treated with human 
complement (fresh normal human serum). 
Folllowing a buffered-saline rinse, the skin 
sections were then treated with the conju- 
gated antisera to human C3c. After a final 
washing with buffered saline, the slides 
were mounted and examined. 


Microscopy 


For light microscopy a microscope with a 
16-V and 15-W lamp and a substage 
condenser was used. 

For fluorescent microscopy a microscope 
(Leitz Orthoplan) with a xenon lamp (XBO- 
75 type) and a vertical illuminatory (epiillu- 
mination system) was used. Fluorescence 
due to fluorescein isothiocyanate was 
detected using a combination of filters 
(GB-38 [red absorbing glass filter to 
remove unwanted red excitation light, 4 
mm], KP490 [as short-wave pass-interfer- 
ence filter, 2 mm], and OG515 type [barrier 
type filter to absorb blue light, 3 mm)). 
Water immersion objectives (50 times and 
90 times) were used in all cases. 

Specificity tests for the in vitro immuno- 
fluorescent method with the eluates were 
done. Duplicate sections of the sections 
showing a positive reaction with the 
eluates were treated directly with the 
supernatant stored as control and, subse- 
quently, with the conjugates mentioned in 
Table 2. In all sections treated as such, 
negative results were obtained. 


RESULTS 
Presence of Antibodies 
in the Eluates 


Of two patients with diffuse scle- 
roderma with visceral involvement 
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Table 2.—Characteristics of FITC-Protein Conjugates* 


Fluorescein / 
Protein 
ratio 


man IgM/FITC 


Rabbit antihu- 
man IgD/FITC 


KH 15-18-F01 


KH 20-07-A03 





*FITC indicates fluorescein isothiocyanate. 


Molar Ratio, 
Fluorescein/ 
Protein 
x 0.41 


Antibody, Working 


TFITC content of the conjugates was determined by the method of McKinney et al,’ using 
fluorescein diacetate as a reference standard. Protein content was measured by the method of Lowry 
et al.’ Antibody conjugate was determined in a standard gel diffusion test, using 1 mg/mL of the 
respective antigens, except in the case of the FITC/C3c conjugate, where normal serum was used as 
a source of antigen, vs doubling dilutions of the conjugates, as described by Beutner et al.” A 1 
mg/mL solution of human IgG, IgM, IgA, and IgD contained 6.6, 129, 30.5, and 100 antigen units, 
respectively, in relation to international reference serum. Staining properties and specificity of the 
class-specific conjugates were tested with immunofluorescence in normal and monoclonal human 


bone marrow plasmocytes. 


iOne unit of antibody was defined as the highest dilution that gave visible line of precipitation. 


and an increased ESR (>50 mm/hr), 
the eluate of circulating lymphocytes 
of one patient contained an antibody 
reactive with the nuclei of endothelial 
cells of blood vessel walls mainly 
located in the middle and upper 
portions of the dermis of involved 
skin. There was also an antibody reac- 
tive with the nuclei of the basal cells 
of involved skin. There was no 
uninvolved skin available for exami- 
nation. 

The antibodies reactive with nu- 
clear antigen(s) of endothelial cells 
(NEC) were mainly IgM and IgD, 
whereas the antibodies reactive with 
nuclear antigen(s) of epidermal basal 
cells (NBC) belonged to the main 
classes IgM, IgD, and IgG. 

When guinea pig lip was used as 
substrate, slightly different results 
were obtained. The anti-NEC antibod- 
ies belonged to the main classes IgD 
and IgG, whereas the anti-NBC anti- 
bodies were IgD, IgA, and IgG. 

The eluate of circulating lymphoid 
cells of the other patient contained an 
antibody reactive with NEC in the 
middle and upper portions of the 
dermis of the involved skin, belonging 
only to the main class IgE. 

In the same patient an anti-NBC 
antibody, which also belonged to the 
main class IgE, could be shown in the 
involved skin. In addition, an IgM 
antibody only reactive with the NBC 
nuclei of involved skin was noted. 
When rat tongue was used as 
substrate, IgM and IgE anti-NEC 
antibodies, as well as an IgE anti- 
NBC antibody, could be demon- 
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strated. Meanwhile, these two pa- 
tients died. 
In the two cases of acroscleroderma, 


the eluates showed an IgG antibody 


only reactive with NBC nuclear anti- 
gen(s) of rat tongue, but not with 
those of involved and uninvolved skin 
of the patients. 

In the four cases of generalized 
morphea, all in the active stage of the 
disease, antibodies reactive with nu- 
clei of endothelial cells, as well as with 
those of basal cells, were demon- 
strated in the lymphoid cell eluates. 

Anti-NEC and anti-NBC antibodies 
of the IgG class were present in the 
lymphoid cell eluates of two patients, 


. Which reacted with their correspond- 


ing antigens in the uninvolved skin, 
but not with rat tongue. Similar anti- 
bodies of the IgM class directed 
against NEC were noted when the 
uninvolved skin was used as substrate, 
and an antibody of the IgM class 
directed against the nuclear anti- 
gen(s) of endothelial cells of involved 
skin was also demonstrable in one 
patient. 

Both IgD and IgE anti-NEC anti- 
bodies directed against endothelial 
cells of uninvolved skin were noted in 
three of four patients observed. In 
two patients the IgD anti-NEC anti- 
body reacted also with endothelial 
cells of the involved skin. In three of 
four patients, the same phenomenon 
occurred with the IgE class of anti- 
NEC antibody. 

Anti-NBC antibodies of the IgD 
and IgE classes occurred, respectively, 
in four and two of the four patients 


with generalized morphea, whereas 
IgD anti-NBC antibody reactive with 
the involved skin was found in only 
one patient. Immunoglobulin E anti- 
NBC antibodies reactive with the 
involved skin were noted in two 
patients. 

It is noteworthy that, in none of the 
eluates of this group of patients, could 
an antibody that reacted with nuclear 
antigen(s) of rat tongue be detected. 

In the three patients with morphea 
in plaques, two of which were stabi- 
lized and one still in a progressive 
stage of the disease, anti-NEC and 
anti-NBC antibodies could be demon- 
strated almost exclusively in the 
patient in a progressive stage of the 
disease. 

Anti-NEC antibody belonging to 
the IgM, IgD, IgG, and IgE main 
classes were noted to be reactive with 
nuclear antigen(s) of endothelial cells 
of the involved skin and the unin- 
volved skin adjacent to the lesions. 

Anti-NBC antibody belonging to 
the two main classes IgD and IgG 
were also detectable in the eluate of 
Iymphoid cells of this patient. It is of 
note that in the border (lilac ring) of 
the involved skin reactivity to the 
anti-NBC antibody was absent. 

Only in one patient with stabilized 
morphea in plaques could IgM anti- 
NEC antibody be noted to react with 
nuclear antigen(s) of the uninvolved 
skin. 

Using rat tongue as substrate also 
in these cases, as in generalized 
morphea, negative results were ob- 
tained. 

In none of the 20 healthy controls 
could antibody be eluted from the 
circulating lymphocytes. 


Complement-binding Capacity 
of Eluated Antibodies 


None of the eluted antibodies 
showed complement binding in vitro 
using rat tongue as substrate. 


Presence of Circulating Anti-NBC 
and Anti-NEC Antibodies in the 
Varieties of Scleroderma 


For assessing the presence of circu- 
lating anti-NEC and anti-NBC anti- 
bodies, only rat tongue was used as 
substrate, with one exception: guinea 
pig lip was used in one case of diffuse 
scleroderma. This was due to the fact 
that, at that time, rat tongue was not 
available. 

In only one of the two patients with 
diffuse scleroderma did circulating 
antinuclear antibodies of the speckled 
type, belonging to the main class IgG, 
react with NBC in the involved skin of 
the patient. Using the guinea pig lip 
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Table 3.—Eluted Antibodies From Lymphocyte Membrane and 
Circulating Antibodies in Scleroderma 


Diffuse 
Scleroderma 


Antibodies (2 Patients) 


Eluted* 
NBC 


Circulating of the 
ANA type* 


Acroscleroderma 
(2 Patients) 





Classification 
Morphea 


Generalized 
(4 Patients) 


In Plaques 
(3 Patients) 


*The substrate used was involved and uninvolved skin of the patients; NBC indicates nuclear 
antigen of epidermal basal cells; NEC is nuclear antigens of endothelial cells. The ratio is the number 


of positive cases to the total number of patients. 


as substrate, IgG and IgA anti-NBC, 
and only IgG anti-NEC, were noted. 

In the two patients with acroscle- 
roderma no circulating antibodies 
reactive against basal cells and endo- 
thelial cells could be found. However, 
when rat tongue was used as sub- 
strate, IgM and IgA anti-NBC and 
anti-NEC antibodies were demon- 
strated in one patient and only IgM 
anti-NBC and anti-NEC in the other. 

None of the four cases of general- 
ized morphea showed the presence of 
circulating antibodies reactive with 
NBC and NEC of the patient's own 
skin or rat tongue. Only one patient 
with stabilized morphea in plaques 
showed the presence of circulating 
IgM anti-NBC and IgM anti-NEC 
antibodies. The mean percentages of 
the circulating B and T lymphoid cells 
in the patients observed were within 
the range of the values obtained from 
the 20 healthy controls, with the 
exception of one case with diffuse 
scleroderma, in which an elevated B- 
cell value was found. 


COMMENT 


The results of this study indicate 
that two types of antibodies can be 
removed from the membranes of 
cireulating lymphoid cells in patients 
with various clinical forms of sclero- 
derma. One antibody is specifically 
directed against NEC in the papillae 
and midportion of the dermis, where- 
as another antibody is reactive with 
the NBC (Fig 1, 2). 

In some cases it seemed that the 
antibody was also reactive with the 
membrane of endothelial cells. As a 
matter of fact, a precise location of 
the antibody in vitro would be possible 
only by means of immunoelectron 
microscopy. This might be because 
only one antibody, instead of two, has 
been eluted from the lymphoid cell 
membrane that can cross-react with 
nuclear antigen(s) shared by endothe- 
lial cells and basal cells. To understand 
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the in vivo function of these antibod- 
ies, it is important to note that they, 
most likely, do not enter the cells, but 
react with antigen(s) on their mem- 
branes, which are present in a higher 
concentration in the nuclei of these 
cells. The antigens in question are 
tissue-specific, but not species-specif- 
ic; therefore, nonhistone proteins may 
be the antigen. 

Since both antibodies do not react 
with the nuclei of other cells in human 
skin or rabbit tongue, it is not very 


likely that these antibodies are reac- 


tive with proteins like histone, DNA, 
and RNA, which occur in all cells with 
a nucleus. Owing to the fact that these 
antibodies have no affinity for com- 
plement, they will not induce cell lysis, 
but will only interfere with cell 
membrane function. 

It is noteworthy that the anti-NEC 
and anti-NBC antibodies have been 
isolated in diffuse scleroderma, gener- 
alized morphea, and in plaques, but 
not in acroscleroderma. Our impres- 
sion was that a relation exists 
between the occurrence of these anti- 
bodies and the activity of the 
disease. 

Cireulating antinuclear antibodies 
of the speckled type have been 
isolated in only one case of diffuse 
scleroderma and in one of morphea in 
plaques. Its evidence in our rather 
limited number of patients is low 
(Table 3). The presence of the eluted 
antibodies is not reflected in a quanti- 
tative change in the B- and T-cell ratio 
of the patients observed. In this 
respect our findings differ from those 
reported by Hughes et al, who found a 
reduction of T lymphocytes in diffuse 
scleroderma." 

In psoriasis vulgaris the presence of 
cell-bound antibodies directed against 
NBC has also been reported. Al- 
though the same type of antibody has 
been isolated in scleroderma, this does 
not mean they are functionally identi- 
eal. 


The prevalence of eluted antibodies 
in diffuse scleroderma and general- 
ized morphea may indicate that they 
are important to the prognosis and the 
involvement of other organs. One may 
argue that the anti-NEC antibody is 
not the cause of the blood vessel alter- 
ations, but the result of a primary 
alteration of the endothelial cells, 
inducing antibody production. The 
fact that this antibody reacts in vitro 
with normal human and animal endo- 
thelial cells does not favor this 
assumption. 

The variability in the results ob- 
tained and in the kind of antibodies 
found in certain varieties in scleroder- 
ma indicates that many more patients 
will need to be observed. 


The head of the outpatient department, 
Hendrik Jan Hulsebosch, MD, helped in gath- 
ering the patients, and Bab Vrees took the 
photographs. Els Jansen and Leo van Steen 
provided expert technical assistance. Els Jansen- 
van den Bosch typed the manuscript. 

The conjugates cited in Table 2 were supplied 
by Nordic Immunological Laboratories, Tilburg, 
The Netherlands, and the Central Laboratory of 
the Red Cross Blood Transfusion Services, 
Amsterdam. The unconjugated antisera were 
labeled in our laboratory by Syed Shafi Asghar, 
PhD. 
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Allergic Hypersensitivity to Neomycin 


Relationship Between Patch Test Reactions and ‘Use’ Tests 


Stephen D. Prystowsky, MD; John H. Nonomura; Ronald W. Smith, MS; Alfred M. Allen, MD, MPH 


è The prevalence of neomycin patch 
test sensitivity in the general population is 
approximately 1%. We describe the rela- 
tionship between positive neomycin patch 
tests and clinical "use tests" with two 
antibiotic combinations (Neosporin G 
cream and Neosporin ointment). The 
neomycin use test was positive in seven 
of eight subjects with a strongly positive 
patch test, and in two of four subjects with 
a weakly positive patch test. A positive 
use test usually occurred earlier and was 
always more intense with the cream base. 
The use test reactions were usually mild 
even with continued application of the 
antigen. Use tests with commercial prod- 
ucts may be helpful in evaluating the 
clinical relevance of positive patch tests. 

(Arch Dermatol 115:713-715, 1979) 


T opical preparations containing 
neomycin have been extensively 
used on minor cuts, burns, and abra- 
sions to help prevent infection. More 
information is needed to make intelli- 
gent decisions regarding the safety of 
neomycin-containing products. We re- 


` cently reported that the prevalence of 


neomycin sensitivity in a general 
population of 1,158 subjects was 1.195. 
We further describe the relationship 





Accepted for publication Oct 31, 1978. 

From the Department of Dermatology, Uni- 
versity of California Medical Center, San Fran- 
cisco, and the Letterman Army Institute of 
Research, Presidio of San Francisco. 

The opinions or assertions contained herein are 
the private views of the authors and are not to be 
construed as official or as reflecting the views of 
the Department of the Army or the Department 
of Defense. 

Reprint requests to 325 Marks Rd, Danville, 
CA 94526 (Dr Prystowsky). 


Arch Dermatol—Vol 115, June 1979 


between positive patch tests to neo- 
mycin and "use tests" with two anti- 
biotie combinations (Neosporin G 
cream and Neosporin ointment). 


SUBJECTS AND METHODS 
Selection of Study Group 


Twelve subjects who were patch-test- 
positive to neomycin on two separate occa- 
sions were selected.‘ None of these patients 
had an active dermatitis at the time of 
pateh testing, although ten of 12 had 
previously used a neomycin-containing 
antibiotic on an inflammatory dermatosis 
for one week or longer. Control subjects 
consisted of 12 other subjects who were 
comparable in age, sex, and race, and who 
were patch-test-negative to neomycin. 


Patch Testing 


Twenty percent neomycin sulfate in 
petrolatum was applied to the back in 
standard fashion using the method recom- 


mended by the International and North 
American Contact Dermatitis Groups.° 
Neomycin antigen was obtained from 
Trolabs, Denmark. Neomycin was placed 
on Al-test and applied to the back with 
tape (Dermicel). The patches were removed 
in 48 hours and read on days 3, 4, 5, 6, and 7. 
Based on a pilot study, degrees of patch 
test reactions were graded by the following 
arbitrary criteria: (1) negative, no reaction 
or few, scattered, small, nonconfluent 
papules; (2) weak positive, confluent 
papules to elevation of less than 75% of the 
pateh test site; (3) strong positive, eleva- 
tion of greater than 75% of the patch test 
site. 

Tests were recorded as positive only if 
they were reproducible on at least two 
separate occasions. All positive tests were 
confirmed by three investigators. 


Use Tests 


Use tests were performed to indicate 
more closely the clinical relevance of the 


Relationship Between Positive Neomycin Patch Tests and Use Tests 


Patch-Test Grade* 


Day of Reading 





Use Testi 
————————D 
Cream 


Ointment 


*0, negative; 1, weak positive; 2, strong positive; ND, not done. 
TNumber in parentheses indicates first day test was positive. 
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Fig 1.—Serial patch tests (top) (days 3, 5 and 7) and Neosporin use tests (bottom) (days 4, 5, and 7) in 
subject 9 with a weakly positive neomycin patch test. (The use test was positive to cream but not 
ointment.) 
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Fig 2.—Serial patch tests (top) (days 3, 5 and 7) and Neosporin use tests (cream 
[center], days 3, 4 and 5; ointment [bottom], days 3, 5 and 7) in subject 2, with 
strongest neomycin-positive test. 
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positive patch tests. Both Neosporin G 
cream and Neosporin ointment were 
applied three times a day for seven days to 
an area of approximately 5 sq cm on the 
antecubital fossa. We gently rubbed in the 
first application to instruct the subject. A 
positive test was defined as the appearance 
of pruritic papules. The use tests were read 
on days 3, 4, 5, 6, and 7. Serial photographs 
were taken and all subjects were encour- 
aged to continue the use test for the entire 
seven days, even when positive reactions 
occurred earlier. 


RESULTS 


The relationship between patch 
tests and use tests is shown in the 
Table. In these 12 subjects, the patch 
test was positive on days 3 through 6. 
The three subjects with negative tests 
on day 7 still had erythema at the 
patch-test site, but the elevation had 
resolved by the seventh day. Figure 1 
shows serial patch tests and use tests 
in a subject with a weakly positive 
neomycin patch test (subject 9). Serial 
patch tests and use tests for the 
strongest neomycin-positive reaction 
(subject 2) are seen in Fig 2. This was 
the only subject who failed to com- 
plete a seven-day use test; therapy 
with the cream agent was stopped on 
day 5. 

The neomycin use test was positive 
in seven of eight subjects with a 
strongly positive patch test (day 5 
reading) and in two of four subjects 
with a weakly positive patch test. The 
12 neomycin-negative patch test con- 
trol subjects had negative use tests 
with both the cream and the oint- 
ment. 

Figures 1 and 2 show the differ- 
ences in the use test between Neospo- 
rin G cream and Neosporin ointment. 
Neomycin in a cream base produced a 
greater reaction than neomycin in an 
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ointment base in most subjects. A 
positive use test usually occurred 
earlier and was always more intense 
with the cream. The use test reactions 
remained mild, and consisted of 
isolated pruritic papules with the oint- 
ment and a more intense confluent 
dermatitis with the cream (Fig 1 and 
2). There was no extension of the 
dermatitis to other areas of the body, 
and no systemic reactions occurred. 


COMMENT 


The case for and against topical 
antibiotics has recently been de- 
bated.'? Results from patch-test stud- 
ies of dermatologic clinic populations 
create the impression that the rate of 
contact sensitivity to neomycin is 
between 5% and 695,^** whereas the 
prevalence of patch-test reactions to 
neomycin in the general population 
appears to be about five times lower.* 
Two previous studies with sample 
sizes of 50 and 100 “normal” subjects 
estimated the prevalence of positive 
neomycin patch tests to be 0% and 3%, 
respectively.” 

Forty-eight percent of our previous 
study population had used a topical 
neomycin-containing antibiotic.‘ 
Those subjects with a history of 
neomycin use for a week or longer on 
an inflammatory dermatosis were 13 
times more likely than age-, sex-, and 
race-matched controls to be patch-test 
positive to neomycin, implying that a 
single history question can divide 
subjects into “high risk” and “low 
risk” groups.‘ 

Three of 12 subjects with positive 
neomycin patch tests had negative use 
tests, suggesting that they possibly 
could use products containing neomy- 
cin for several days on minor cuts, 
burns, or abrasions without experienc- 
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ing a persistent dermatitis. The 
remaining nine subjects with a posi- 
tive use test would probably develop a 
mild dermatitis with subsequent use 
of such products. There is no evidence 
from this or previous studies that 
allergic reactions following topical use 
of neomycin products on minor cuts or 
abrasions cause anything more than a 
localized, self-limiting dermatitis. 
This information indicates that such 
topically applied products present 
little risk to the user. 

Based on the data in this and the 
parent study,' people with negative 
patch tests or with little prior expo- 
sure to neomycin would be extremely 
unlikely to experience an allergic 
dermatitis after prophylactic use of 
products containing neomycin on mi- 
nor skin lesions. Those with positive 
patch tests or with at least one week 
of exposure to neomycin on an inflam- 
matory dermatosis are at substantial- 
ly higher risk of developing an allergic 
dermatitis following topical use. We 
suggest that the package insert for 
topical neomycin-containing products 
contain warnings to the effect that (1) 
people who have previously used 
products containing neomycin for ex- 
tended periods on inflammatory der- 
matoses such as leg ulcers or otitis 
externa have an increased chance of 
experiencing an allergic reaction; and 
(2) failure of acute minor lesions to 
heal or chronic lesions to improve 
within seven days after treatment 
with such products indicates that the 
medication should be discontinued 
until the advice of a physician is 
sought. . 
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lopieal Tretinoin Therapy and 


Oral Lichen Planus 


Kent Sloberg, DDS; Kjell Hersle, MD; Hákan Mobacken, MD; Holger Thilander, DDS, PhD 


e The treatment of severe forms of oral 
lichen planus is still relatively unsatisfac- 
tory. In this controlled study, 0.196 treti- 
noin in an adhesive base was used in 23 
patients. Fifteen other control patients 
were similarly treated with the vehicle 
alone. In the tretinoin-treated group, 7196 
of the atrophic-erosive lesions improved 
while 29% improved from the vehicle 
(P< .05). Reticular-plaque lesions im- 
proved in 74% from tretinoin and in 15% 
from the vehicle (P < .001). Irritation from 
tretinoin occurs and thorough usage 
information is mandatory. 

(Arch Dermatol 115:716-718, 1979). 


M overe forms of lichen planus (LP) 
on the oral mucosa constitute a 
frustrating medical problem. Hither- 
to, because of the unknown cause, 
treatment has been empiric. The most 
common treatment used is cortico- 
steroids, either applied topically or 
given internally.' However, in severe 
cases this is seldom helpful. 
Tretinoin is a metabolite of vitamin 
A. Its physiologie and pharmacologic 
effects on tissues and organs in 
animals and human subjects are 
covered in recent surveys.’ In recent 
years tretinoin has been tried in the 
treatment of several skin disorders, 
often with good results.^* Prolonged 
systemic administration of tretinoin 
may cause troublesome side effects, 
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eg, headache, arthralgia, and eleva- 
tion of blood transaminase levels 
suggesting hepatic involvement.*:'” 
Local application of tretinoin to oral 
LP was advocated by Ebner et al" and 
Günther,'^'? who claimed encouraging 
results. We therefore decided to make 
a controlled clinical trial of the topical 
effect of tretinoin on various clinical 
forms of oral LP. To achieve an inti- 
mate and prolonged contact between 
the tretinoin and the lesions, a muco- 
sal adhesive base was chosen." 


MATERIAL AND METHODS 


Twenty-three patients (seven men and 
16 women) fullfilled our diagnostie criteria, 
having a clinical' and histological'* picture 
compatible with LP and deposits of fibrin- 
ogen, but absence of a band of localized 
immunoglobulins at the dermal-epithelial 
junction in mucosal lesions on direct immu- 
nofluorescence examination.^ The mean 
age was 56 years (range, 33 to 79 years). 
The duration of their oral lesions was from 
six months to 38 years (mean duration, five 
years). Ten of 23 had or had had extraoral 
LP lesions. Local and systemic treatment 
for their oral LP was withdrawn at least 
six weeks before the trial. Informed 
consent was obtained from all patients 
participating in the study. 

Before the start of the trial all oral 
lesions were recorded according to a set 
protocol, and color photographs were 
taken. The 23 patients had a total of 36 oral 
lesions (buccal mucosa, 31; tongue, three; 
and gingiva, two) The lesions were 
assigned into one of two groups: 19 were 
classified as reticular and plaque lesions, 
and 17 as atrophic and erosive. Tretinoin 
was incorporated into a mucosal adhesive 
base (Orabase) at a 0.1% strength. A 0.05% 
concentration of tretinoin had been used in 
a pilot study with unsatisfactory results. 
The patients were instructed to apply the 
preparation four times daily. If substantial 
soreness developed, the applications were 
reduced to two times daily until the irrita- 


tion disappeared. 

The treatment period comprised two 
months. The patients were seen every two 
weeks during the trial. The same dental 
surgeon (K.S., H.T.) and dermatologist 
(K.H., H.M.) examined the patient at each 
visit. At every visit the clinical status was 
recorded, photos were taken, and any 
subjective and objective adverse effects 
were noted. At the last visit the patients 
were also asked for their overall evalua- 
tion. The patients subsequently were seen 
once a month for at least three months. 

Another 15 consecutive patients (five 
men and ten women) with oral LP accord- 
ing to the above diagnostic criteria were 
used as a control group. Their mean age 
was 51 years (range, 30 to 70 years) and the 
mean duration of disease three years 
(range, six months to ten years). They were 
followed up in the same way but treated in 
a single-blind trial with the adhesive base 
only. This group of patients had a total of 
27 oral lesions (buccal mucosa, 20; tongue, 
four; and gingiva, three). Thirteen of these 
were classified as reticular and plaque 
lesions and 14 as atrophic and erosive. 


RESULTS 


The clinical effects of the tretinoin 
treatment are presented in Tables 1 
and 2. As can be seen from Table 1, 25 
of 31 (81%) of the buccal lesions were : 
improved after the treatment period. 
“Improved” meant that two indepen- 
dent examiners considered erosions 
healed and infiltration eliminated or 
at least lessened by more than 50% 
and that the redness had diminished 
by at least two steps on a four-step 
scale. The blind evaluations of the 
color photographs were in accordance 
with the clinical assessments. 

Table 2 shows that both reticular 
and plaque lesions (14 of 19, 74%) as 
well as atrophic and erosive ones (12 of 
17, 71%) were improved after two 
months of treatment. Figures 1 to 4 
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Table 1.—Results of Local Tretinoin Treatment According 
to Location in 23 Patients With Oral Lichen Planus 


! 









*Treated sides or locations. 
tP < .001 compared with control (Table 3) with x’. 









Table 3.—Results of Local Adhesive Base Treatment 
According to Location in 15 Patients With Oral Lichen 





Table 2.—Results of Local Tretinoin Treatment According 
to Clinical Type in 23 Patients With Oral Lichen Planus 


Lesions No.* Improved No Change Worse 


Reticular-plaque 19 147 5 E 









Atrophic-erosive 17 121 3 2 


*Treated sides or locations. 
1P < .001 compared with control (Table 4) with x’. 
iP — .05 compared with control (Table 4) with x’. 





Table 4.—Results of Local Adhesive Base Treatment 
According to Clinical Type in 15 Patients With Oral 


Planus 








*Treated sides or locations. 


Fig 1.—A 62-year-old man with reticular 
and plaque lesions of oral lichen planus 
before treatment. 





Fig 4.—Same patient after two months of 
topical treatment with tretinoin. Erosions 
are almost healed and no longer cause 
discomfort. 


illustrate the pretreatment and post- 
treatment status of the oral mucosa. 
The clinical effects of the adhesive- 
base-treatment in the control group 
are presented in Tables 3 and 4. Table 
3 illustrates that 14 of 20 (70%) buccal 
lesions were unchanged and only 
three of 20 (15%) were improved after 
the treatment period. As can be seen 
from Table 4, this tendency is the 
same for both reticular and plaque 
lesions (one of 13 improved, 8%) as 
well as for the atrophic and erosive 
group (four of 14 improved, 28%). 
From protocols and photographs we 
estimated the onset of effect from the 
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Fig 2.—Same patient after two months of 


topical treatment with tretinoin shows 
successful result. 


tretinoin treatment. Seven of 32 (22%) 
of the lesions were improved after 14 
days. Twenty of 33 (61%) of the lesions 
were improved or even temporarily 
cured after one month. In total, 26 of 
36 (72%) of the lesions were considered 
improved after two months' treat- 
ment (Tables 1 and 2). The patients' 
overall evaluation also was recorded at 
the end of the treatment period. Four- 
teen patients had subjective symp- 
toms of soreness before the trial, and 
in seven, the subjective symptoms 
disappeared and two other patients 
noticed considerably less discomfort. 
In the control group, the same number 
of patients experienced soreness be- 
fore and after the trial. 

Regarding side effects, we had 
informed the patients that they might 
experience some increased soreness 
during the first weeks of treatment. 
This was noticed in particular by 
patients with erosive lesions, but in no 
case did it lead to cessation of the 
therapy. In two patients a slight 
redness and scaling at the angles of 
the mouth developed. No symptoms or 
signs were encountered suggesting 
systemic toxicity. 

The frequency of relapses in the 


Lesions No.* Improved No Change Worse 
Reticular-plaque 13 1 11 1 
Atrophic-erosive 14 4 6 4 


*Treated sides or locations. 







Lichen Planus 





Fig 3.—A 57-year-old woman with painful 
atrophic and erosive lesions of oral lichen 
planus. 


tretinoin-treated group was recorded 
during the follow-up period. Three 
months after cessation of therapy, 
seven of 26 (27%) of the improved 
lesions and one of 8 (12%) of the 
"no-change" lesions recurred. In the 
control group two of five (40%) of the 
improved lesions relapsed, and no 
recurrences were observed in the no- 
change group. 


COMMENT 


In the present study of topical treti- 
noin therapy for oral LP, a distinct 
clinical improvement was induced in a 
majority of patients. None had pre- 
viously experienced any longer period 
free of symptoms since their oral LP 
started, in spite of earlier treatment 
with topical corticosteroids. This was 
an open trial, but the control group of 
other patients with oral LP were 
treated with the vehicle according to 
the same protocol. There were signifi- 
cantly more responders in the treti- 
noin-treated group (x, P< .001). A 
few patients in the control group also 
improved temporarily, which stresses 
the need for having adequate controls 
in long-term conditions with a sponta- 
neously fluctuating course. 
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The type of lesion did not seem to 
influence the results, the reticular- 
plaque cases responding as often as 
the atrophic-erosive ones. However, 
the reticular type of LP usually causes 
few if any symptoms and seldom 
requires therapy, whereas the atroph- 
ic and erosive mucous membrane 
lesions cause much suffering.^ The 
regression of atrophic and erosive 
lesions in the present study supports 
the findings of Ebner et al," Gün- 
ther," and Scheiber and Plewig'’ in 
uncontrolled trials. The beneficial 
effect of tretinoin in these severe, 
recalcitrant cases is most welcome; in 
fact, the pain and soreness completely 
disappeared in seven of 14 atrophic- 
erosive patients and was considerably 
alleviated in another two patients. 

Systemic effects were not observed 
and are highly unlikely with the treti- 
noin concentration used and the small 
lesional areas"; a 10-g tube will 
suffice for ten to 14 days. The only 
side effect encountered was transient 


1. Samman PD: Lichen planus and lichenoid 
eruptions, in Rook A, Wilkinson DS, Ebling FJG 
(eds): Tertbook of Dermatology, ed 2. Oxford, 
England, Blackwell Scientifie Publications, 1972, 
pp 1334-1346. 

2. DeLuca HF, Zile M: Aspects of teratology of 
vitamin A acid (f--all-trans retinoic acid). Acta 
Derm Venereol 75(suppl 74):13-20, 1975. 

3. Zbinden G: Pharmacology of vitamin A acid 
(B-all-transretinoic acid). Acta Derm Venereol 
75(suppl 74):21-24, 1975. 

4. Christophers E, Wolff HH: Effects of vita- 
min A acid in skin: In vivo and in vitro studies. 
Acta Derm Venereol T5(suppl 74):42-49, 1975. 

5. Ryssel HJ, Brunner KW, Bollag W: Die 
peroorale Anwendung von Vitamin A Säure bei 
Leukoplakien Hyperkeratosen und Plattenepitel- 
karzinomen: Ergebnisse und Verträglichkeit. 
Schweiz Med Wochenschr 101:1027-1030, 1971. 

6. Stüttgen G: Zur Lokalbehandlung von Kera- 
tosen mit Vitamin  A-Sáure. Dermatologica 
124:65-80, 1962. 

7. Kligman AM, Fulton JE, Plewig G: Topical 
vitamin A acid in acne vulgaris. Arch Dermatol 


718 Arch Dermatol—Vol 115, June 1979 


burning and irritation that could be 
controlled by temporarily reducing 
the number of applications. This reac- 
tion was more prevalent in atrophic 
and erosive lesions than in reticular 
and plaque lesions. The information 
given to these patients should there- 
fore be as thorough as in acne cases 
before the start of topical tretinoin 
therapy.'" 

The results are encouraging. In the 
future, the treatment period should be 
individualized, and in most instances 
less than two months will be required. 
An infiltrated plaque can be expected 
to become much thinner or disappear 
and most erosive lesions will heal. 
Every fourth patient, however, had a 
relapse during the follow-up period of 
three months. This suggests that 
tretinoin has a morbidistatic effect on 
the oral mucosa that may have a rath- 
er long duration. In the long run, 
however, most patients will probably 
need some kind of maintenance thera- 
py. At least during the two months of 
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study there were no instances of 
“break-through” exacerbations. It is 
conceivable that the effects of treti- 
noin on the regulation of the keratini- 


. zation process and cellular prolifer- 


ation are of importance in LP.*?"? In , 
addition, an influence on immune 
reactions has been proposed." The 
effect on the oral mucosa after long- 
term applications of tretinoin should 
be explored and the optimal regimen 
for maintenance therapy determined 
(concentration of tretinoin, intermit- 
tent or continuous treatment, en- 
hanced effect from combination with 
other remedies, etc). 
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Extended Clinical Use of the 


Argon Laser for Cutaneous Lesions 


David B. Apfelberg, MD; Morton R. Maser, MD; Harvey Lash, DDS, MD 


€ A safe, easy, and effective outpatient 
modality for the treatment of various cuta- 
neous lesions such as hemangiomas and 
decorative tattoos has long been sought. 
The argon laser has proved satisfactory 
for such treatment of port-wine hemangio- 
mas, capillary/cavernous hemangiomas, 
telangiectasia, and decorative tattoos as 
well as a variety of cutaneous pigmented 
lesions. The intense laser light is 
attracted and absorbed by pigmented skin 
lesions producing heat that selectively 
destroys the intradermal pathologic con- 
dition and spares overlying skin. Heman- 
giomas and tattoos have undergone satis- 
factory subtotal blanching in the majority 
of cases with a low incidence of hyper- 
trophic scarring. Thus, the argon laser 
has proved useful in the outpatient treat- 
ment of a variety of pigmented cutaneous 
lesions. 

(Arch Dermatol 115:719-721, 1979) 


he argon laser has now been firm- 

ly established as an effective 
modality in the treatment of such 
cutaneous vascular lesions as port- 
wine hemangiomas, capillary /cavern- 
ous hemangiomas, and telangiecta- 
sia."* This article summarizes and 
updates eight years' experience in the 
treatment of such cutaneous vascular 
lesions. In addition, the extended clin- 
ical usage of the argon laser for the 
treatment of decorative tattoos and 
other pigmented superficial lesions is 
presented and general medical/surgi- 
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cal usage of the argon laser is 


outlined. 


MATERIALS AND METHODS 


The argon laser used in this clinical 
study produces intense light in the blue- 
green combination spectrum, 480 to 521 
nm. Spot or aperture size used in this series 
was constant at 1 mm; however, it can be 
varied up to 2 mm for larger exposure. 
Power range is less for the lighter lesions 
and greater for the darker lesions, varying 
between 1 and 2.5 W. Pulse duration most 
frequently used is 0.2 second, which can be 
varied up to 0.4 second for greater concen- 
tration of laser power in hypertrophic, 
spongy, and thick hemangiomas. The laser 
stylus is hand held perpendicular to the 
skin at a distance of 2 to 4 cm and is slowly 
advanced according to the clinical blanch- 
ing (hemangiomas) or vaporization (tattoo) 
effect. Total laser exposure averaged 400 
to 600 beams per square centimeter of 
treatment area for both hemangiomas and 
tattoos. Most lesions were divided into 4- to 
5-sq cm daily treatment segments; thus, 
each daily treatment consisted of 1,500 to 
2,250 laser pulses. This was repeated on a 
consecutive daily basis until the complete 
lesion was blanched. 


MECHANISM OF ACTION 


The argon laser has the ability to 
selectively damage pigmented cuta- 
neous lesions with satisfactory heal- 
ing of the laser wound and sparing of 
the overlying skin. Skin appendages 
such as sweat glands and hair follicles 
are impervious to laser light and aid in 
the rapid regeneration of the epider- 
mis and dermis in the treated area. 
Vascular lesions such as hemangiomas 
contain red hemoglobin pigment that 
selectively absorbs laser light, and this 
laser light is then converted to heat 
that results in thermal coagulation in 
the upper dermis. Histopathologic 
study of laser wounds after hemangio- 








ma treatment has demonstrated oblit- 
eration of the large ectatic vessels to a 
depth of the upper 1 mm of the dermis 
with replacement by a diffuse collage- 
nous deposition that contains only 
sparse slit-like vessels and reconstitu- 
tion of a normal epidermis. These 
changes have been permanent and 
stable over an eight-year period of 
study. | 

Tattoo pigment also selectively ab- 
sorbs laser light regardless of pigment . 
color or composition. This pigment 
then vaporizes as a "laser plume" 
rather than a photocoagulatory effect. 
This vaporization of foreign body 
pigment is then followed by a macro- ` 
phage phagocytic inflammatory 
phase. This absorption is also selective 
and restricted to dermal pigment, 
sparing epidermis and dermal ap- 
pendages. Pigmented lesions such as 
nevi and seborrheic keratoses respond 
in a manner similar to tattoo. 


REVIEW OF PATIENT DATA 


Since 1970, approximately 200 pa- 
tients with cutaneous vascular lesions 
have been treated with the argon laser 
at the Palo Alto Medical Clinic. Table 
1 summarizes these data. There have 
been 130 patients with port-wine 
hemangiomas, 14 patients with capil- 
lary/cavernous hemangiomas, and 33 
patients with telangiectasia. Results 
are evaluated as excellent (total 
blanching without scar), good (marked 
lightening without scar), poor (limited 
change), and scar. For the port-wine 
hemangioma group, 79 patients had 
excellent or good results (Fig 1 to 4), 
34 patients poor, and 17 patients have 
scarring. Treatments ranged between 
two and ten (average 7.8), varying 
with the extent of the lesion. For the 
capillary/cavernous hemangioma 


Table 1.—Argon Laser Treatment of Hemangiomas 


Patients 


Laser 


5 


Average Results 
Average Spot No. of 


Follow-up, mo. Size, mm Treatments 


maaa 


Average Pulse 


Duration, s Power, W 
0.2-0.4 1.5-2.2 
0.2-0.4 1.5-2.2 


Excellent Good Poor Scar 


Age, yr 


Port-wine 130 76 


Capillary /caver- 14 8 
nous 


Telangiectasia 
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Fig 1.—Port-wine hemangioma of left nasal Fig 3.—Spongy port-wine hemangioma of 
dorsum, eyelid, and cheek. gioma without scarring (treatment com- left cheek, lip, and eyelid with hypertro- 
pleted February 1977, 1.8 W, 1-mm spot phy. 
size, 0.2-second pulse duration). 





™ 
i i3 
Fig 4.—Good result of € cer Fig 6.—Subtotal resolution of hemangioma 
and marked decrease in hypertrophy with marked blanching and fibrosis (1.8 W, 
(treatment completed December 1976, 1.8 1-mm spot size, 0.2-second pulse dura- 
W, 1-mm spot size, 0.2-second pulse dura- tion) d 
tion). B 
Fig 5.—Capillary/carvernous hemangioma 
on abdomen of 8-year-old girl. No involu- 
s tion occurred over previous three years. 
; 
b 
Y 
ld 
E 
: Fig 7.—Large telangiectasia on dorsum of Fig 8.—Complete resolution without scar 
nose. or recurrence. 4 


Fig 9.—Commercial decorative tattoo of 
upper part of left arm. 
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Fig 10.—Obliteration of upper portion of 
tattoo (bird) with minimal scarring (com- 
pleted April 1977, 3.0 W, 1-mm spot size, 
0.2-second pulse duration). 


Table 2.—Argon Laser 
Treatment of Tattoos 


Total Patients 
M 
F 

Average age, yr 


Average follow-up, mo 
Average No. of treatments 2.8 


1.0, 0.2 to 0.4, 
2.0 to 3.5 


Pulse duration 


Results 
Excellent 
Good 
Poor 
Scar 
Too early 





group, 11 patients achieved excellent 
or good results (Fig 5 and 6), three 
patients' results were poor, and no 
scars were seen. Average number of 
treatments was 4.3. In the telangiec- 
tasia group, there have been no scars 
and 32 excellent or good results with 
only one poor result (one treatment 
required) (Fig 7 and 8). 

Thirty patients with decorative tat- 
toos have been treated over a three- 
year period (Table 2). Eight patients 
achieved satisfactory total blanching 
of the tattoos without hypertrophic 
scarring, although the wound showed 
evidence of diffuse, soft, flat, collage- 
nous deposition (Fig 9 and 10), 11 
patients had subtotal blanching, three 
patients demonstrated no change, and 
six patients demonstrated hyper- 
trophie scarring with obliteration of 
their tattoo. Average number of treat- 
ments was 2.8. 

A variety of pigmented skin lesions 
have also been treated with the argon 
laser (Table 3). Seven patients with 
ten seborrheic keratoses or pigmented 
nevi and three patients with pyogenic 
granuloma have experienced satisfac- 
tory resolution of their lesions without 
scarring or recurrence in a single 
treatment (Fig 11 and 12). 
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Fig 11.—Pretreatment appearance of seb- 
orrheic keratosis of back. 





Fig 12.—Posttreatment appearance of ker- — | 
atosis illustrating marked lightening with- 
out scarring. 







No. of Average 






/ 
COMMENT 


Clinical use of the argon laser has 
grown continually since the introduc- 
tion of this modality for the treatment 
of diabetic retinopathy by the oph- 
thalmologists more than 15 years 
ago. Many specialized disciplines 
have found special usage for the 
unique characteristics of the argon 
laser. Superficial vascular lesions such 
as port-wine hemangiomas, capillary / 
cavernous hemangiomas, and telan- 
giectasia are readily amenable to 
argon laser treatment.'"' Recently, 
decorative tattoos also have been 
shown to be similarly responsive to 
the argon laser. The ophthalmologists 
have extended the usage of the argon 
laser from coagulation of diabetic 
retinopathy to "welding" of detached 
retinas, and treatment of certain 
types of glaucoma.'* The argon laser 
is being used successfully for hemo- 
static purposes for the endoscopic 
hemostasis of gastrointestinal bleed- 
ing," coagulation of cervical ero- 
sions, and other gynecologic lesions, 
and hemostasis of otherwise difficult- 
ly controlled epistaxis such as occurs 
in Weber-Osler-Rendu disease or 
Wegener's granulomatosis." Experi- 
mental applications include treatment 
of bladder tumors in urology, and 
treatment of vasomotor rhinitis.” 
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Primary Cutaneous Plasmacytoma 


Report of a Case and Review of the Literature 


Marcelo S. Canlas, MD; Marcus L. Dillon, MD; John J. Loughrin, MD} 


è Clinical, laboratory, and pathologic 
findings from a case of malignant extra- 
medullary plasmacytoma of the skin are 
presented. To our knowledge, this is the 
11th reported case of extramedullary plas- 
macytoma of the skin and the second 
reported case with a complete follow-up 
and postmortem examination. In these 
two cases, surgical excision of the tumor 
mass, radiation therapy, and chemothera- 
py were ineffective. At necropsy, visceral 
metastases were found, but there was no 
bone marrow involvement. 

(Arch Dermatol 115:722-724, 1979) 


lasma cell neoplasms may occur in 

various extramedullary sites such 
as the oronasopharynx, gastrointesti- 
nal tract, spleen, lymph nodes, and 
skin in association with multiple 
myeloma. Extramedullary plasmacy- 
toma involving the skin is rare™* and, 
in the absence of underlying bone 
involvement, very rare."* The first 
documented case of primary cuta- 
neous plasmacytoma was reported by 
Hedinger in 1911 and, since then, only 
nine additional cases have been 
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reported.’ Only one had a complete 
follow-up and postmortem examina- 
tion as reported by Johnson and 
Taylor Our case is the llth to be 
reported (Table) and the second to 
have a follow-up and necropsy exami- 
nation. 


REPORT OF A CASE 


A 59-year-old man was admitted on 
April 21, 1969, with the chief complaint of a 
painless, nontender mass in the left cheek 
of two weeks' duration. Medical and family 
history were noncontributory. 

Physical examination disclosed a 6 x 
6 x 3-cm, firm, irregular, nontender, and 
mobile mass in the left cheek with purplish 
discoloration of the overlying skin. Urina- 
lysis, including a test for Bence Jones 
protein, was negative. Results of routine 
blood examinations were within normal 
limits. Chest x-ray film showed nodular 
densities in the right upper lobe of the 
lung. Electrocardiogram showed nonspe- 
cifie ST-segment abnormalities. He had 
needle and incisional biopsies of the left 
cheek mass, and the pathologic diagnosis 
was plasmacytoma (Fig 1). Results from 
bone marrow aspirate and biopsy were 
normal. Serum protein electrophoresis 
showed a normal pattern. Bone, liver, and 
brain scans were normal. He was treated 
with cobalt 60 and received 5,000 rads to 
the lesion of the cheek over a period of five 
weeks with relatively little effect on the 
size of the tumor. 

On July 31, 1969, a partial left maxillec- 
tomy with excision of the left cheek mass 
was performed, at which time the defect in 
the cheek was closed with a pedicle flap 
from the left shoulder. Four months later 
three skin nodules developed at the posteri- 
or left aspect of the neck and back, and 


these were excised. Histopathologic exami- 
nation showed plasmacytoma. Bone mar- 
row aspirate with biopsy and serum 
protein electrophoresis again were normal. 
In February 1970, because of increasing 
tumor masses of the chest wall and back, 
chemotherapy was instituted. He was 
given melphalan until a leukopenia of 
2,100/cu mm developed with no change in 
the tumor masses. High doses of metho- 
trexate were given intravenously, and still 
the tumor masses increased in size. The 
investigational drug dibromoduleitol was 
given, with no effect on tumor size. The 
masses on the back of the neck rapidly 
increased in size, became necrotic, and bled 
frequently (Fig 2 and 3). There was also a 
recurrence of the initial tumor mass of the 
left cheek. On Oct 19, 1970, he was readmit- 
ted and given cyclophosphamide intrave- 
nously with no signs of improvement in the 
lesions or his general condition. Vincristine 
sulfate and prednisone were also ineffec- 
tive, and he progressively became worse. 
He died on Feb 26, 1971, one year ten 
months after the first admission. 

Autopsy disclosed multiple visceral me- 
tastases. The heart showed several firm, 
pale gray to yellow tumor nodules, 0.5 to 2 
em in diameter, in the left atrium. A large, 
irregular, tumor mass, measuring 7 X 
5 x 3 em, was found in the left lower lobe 
of the lung. Metastatic tumor was seen in 
the pancreas and in the peripancreatic and 
omental lymph nodes. The gastrointestinal 
tract, liver, gallbladder, spleen, adrenal 
glands, and genitourinary system were 
grossly unremarkable. There was moderate 
acute bronchopneumonia of the right lower 
lobe and caseocalcific foci in the right 
upper lobe of the lung. 

Microscopic examination of the routine 
hematoxylin-eosin-stained sections of the 
skin tumors and visceral metastases 
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Agarwal," 1956 50/F Parietal region 
Krutsay,'* 1959 88/M X Temporal region 
Johnson and 61/M Left leg 


Taylor, 1970 


1970 gion 


LaPerriere et al,” 81/M Right buttock 





1973 

Klein and 52/M Right cheek 
Grishman, * 
1977 

Canlas et al 59/M Left cheek 








Fig 1.—Tumor composed of plasma cells 
with variation in cell size and large atypical 
nuclei (hematoxylin-eosin, original magni- 
fication x 200). 
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Reported Cases of Extramedullary Plasmacytoma of the Skin 





Age, yr Tumor Pathologic 
Source /Sex Location Size Treatment Follow-up Diagnosis 
Hedinger,' 1911 48/F Parietal region Walnut Excision None Granulative plas- 
macytoma 
Aragona,” 1936 6/F Left submandibular Fist Excision No recurrence in 5 yr Plasmacytic 
region near fistula granuloma 
Volk," 1936 45/M Lower lip 1.5 cm Irradiation Recurrence in 2 mo, no Plasmacytoma 
subsequent follow-up 
Stout and 71/M Right breast Excision with skin Recurrence after several Plasmacytoma 
Frerichs, ^ 1949 graft and irradiation weeks at graft and donor 
to recurrence site, no subsequent fol- 
low-up 





Mikhail et al,° 76/M Right mammary re- 1.2 cm Excision Metastasis to right axillary Plasmacytoma 


























































Unknown Unknown None Plasmacytoma 

Walnut Excision No recurrence after 1 yr Plasmacytoma 

6 cm Right hemipelvectomy Died with metastases 5 mo Plasmacytoma 
and radiation to lo- after operation 






cal recurrence at 
operative site 







lymph node in 7 mo and 











excised 
4 x 6cm Excision No local recurrence after 3 Plasmacytoma 
mo 
1.5 cm (pri- Excision of primary Recurred after 6 mo, no re- Plasmacytoma 
mary un- and radiation to re- currence 1.5 yr after exci- 
known—re- current tumor sion of recurrent tumor 
current) 
6 x 6cm Radiation, excision, Died with metastases 1 yr Plasmacytoma 







chemotherapy 10 mo after diagnosis 





Fig 2.-Two months after excision of Fig 3.—Metastases to posterior aspect of 
metastases to back and posterior aspect neck and back continued to enlarge and 


of neck there was recurrence in neck. spread locally, despite efforts to control 
this with combinations of chemotherapy. 
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showed infiltrating masses and sheets of 
atypical plasma cells with large, eccentric, 
irregular nuclei with prominent nucleoli. 
Some of the tumor cells were binucleated 
or multinucleated and contained abundant 
basophilic cytoplasm. The bone marrow 
sections were normal and so were the 
sections from the gastrointestinal tract, 
liver, spleen, adrenal glands, and genitouri- 
nary tract. 

The patient's death was attributed to 
severe cachexia, acute bronchopneumonia, 


. and tumor metastases. 


COMMENT 
Extramedullary plasma cell neo- 


applied only to tumors in which multi- 
ple myeloma can be excluded by radio- 
logie, hematologic, chemical, and mor- 
phologie investigation as suggested 
by Stout and Frerichs." The cases 
reported by Agarwal," Hedinger,’ 
Aragona,” and Volk" did not give this 
information. There are only ten 
reported cases of primary or solitary 
cutaneous plasmacytoma in the world 
literature. Two cases^" have been 
questioned by Lever because of the 
presence of syringocystadenoma pap- 
illiferum in which a dense plasmacytic 
infiltrate is usually found." Three 


electrophoresis, and Bence Jones pro- 
tein determination in urine must be 
performed. In primary cutaneous 
plasmacytoma, bone marrow and se- 
rum protein electrophoretie pattern 
are normal and Bence Jones protein in 
urine must be absent.“ 

The therapy for primary extramed- 
ullary plasmacytoma of the skin has 
been surgical excision and irradiation, 
but the results have not been effica- 
cious, unlike multiple myeloma and 
extramedullary plasmacytoma lesions 
of multiple myeloma, which are radio- 
sensitive. ^" Recently chemotherapy 


. plasms that are apparently primary in cases were classified by the authors as has been instituted in combination 
-~ the skin are rare.^"* Although they ^ plasmacytic granulomas.' Reeur- with surgical excision and radiation to 
. appear to be primary, most of them rence and/or metastases were re- primary malignant plasmacytoma of 

EC eventually prove to be associated with ^ ported in six cases,"'"'*'" including the skin without effective results. 4 

= multiple myeloma.’ Several authors the present case. Only this and anoth- 

4 : . . 

= regard extramedullary plasmacytoma er case showed definite evidence of 

» to be fundamentally the same as malignant neoplasm with recurrence, 

= multiple myeloma." They believe that distant metastases, and death. To Nonproprietary Names and 

~ if the patients are followed up long distinguish multiple myeloma with Trademarks of Drugs 

- enough multiple myeloma ultimately ^ skin metastases from primary cuta- 

- develops. The term "solitary extra- neous plasmacytoma, multiple bone ^ Melphalan—A/keran. 

medullary plasmacytoma” should be marrow examinations, serum protein Vincristine sulfate—Oncovin. 
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€ We report two cases in which necro- 
tizing vasculitis with tenosynovitis arthral- 
gia/arthritis syndrome developed after 
intestinal bypass surgery. Each of these 
patients had jejunoileostomies, and the 
excluded segment was placed in an ileal- 
colonic anastomosis. We speculate that 
since the attachment of the excluded 
segment to the large intestine predis- 
poses it to increased bowel overgrowth of 
bacteria, these bacteria or their debris 
may have served as antigens for circulat- 
ing immune complexes, which were 
detected in both patients by one or more 
techniques. Patients who have had an 
end-to-side anastomosis may be less 
predisposed to the more severe vasculitis 
syndrome because there is less likelihood 
of bacterial overgrowth in the bypassed 
intestinal segment. 

(Arch Dermatol 115:725-727, 1979) 


vagos created short bowel syn- 
drome was first used as a means 
of reducing nutrient absorption in 
dogs by Kremen et al in 1954.' In 1956, 
Payne and his colleagues began to use 
intestinal bypass procedures to treat 
patients for morbid obesity. Their 
initial procedure, jejunocolostomy, 
was successful in causing weight loss, 
but severe diarrhea, electrolyte abnor- 
malities, and hepatie failure also 
oecurred, which led to the abandon- 
ment of this technique. Payne and 
DeWind then empirically chose a 
bypass of 35 em of the proximal part 
of the jejunum attached to the distal 
10 em of ileum, end to side? (Fig 1, 
left). Because of reflux into the disso- 
ciated loop and consequent failure of 
the patient to lose weight, Scott et al 
designed an end-to-end jejunoileal 
(JI) bypass, with the distal end of the 
defunctionalized ileum anastomosed 
to either the cecum or the sigmoid 
colon‘ (Fig 1, right). This end-to-end 
JI bypass has resulted in sustained 
weight loss. 
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Vasculitis Associated With 1 





Intestinal Bypass Surgery | 


John A. Goldman, MD; Helen L. Casey, PhD; Eugene D. Davidson, MD; Theodore Hersh, MD; Donald Pirozzi, MD 


Various authors have described ar- 
thritis and/or arthralgia in substan- 
tial numbers of patients after jejuno- 
colon and JI bypass procedures. This 
article describes two JI bypass pa- 
tients in whom vasculitis developed. 
Both underwent the end-to-end Scott 
type of anastomosis: the distal, disso- 
ciated end of the ileum was anasto- 
mosed to the cecum in one case and to 
the sigmoid colon in the other. 


REPORT OF CASES 


Case 1.—A 25-year-old woman with a 
history of obesity had an end-to-end JI 
bypass with anastomosis of the defunction- 
alized ileum to the sigmoid colon. She did 
well for two years, but then began to have 
migratory joint pains in the ankles, knees, 
wrists, and shoulders and in the small 
joints of the hands and feet. These episodes 
of arthralgia and arthritis were associated 
with warm, swollen, tender joints and 
lasted from several hours to several days 
each time. Along with the joint symptoms, 
the patient noted tenderness in her 
Achilles tendon. A rash also developed over 
the upper and lower extremities that was 
initially macular and papular but evolved 
to a pustular phase. The rash resolved 
spontaneously after a few days. The 
patient was admitted to the hospital 
because of an episode of arthritis and 
recurring rash that had lasted for ten days, 
the longest time she had experienced these 
symptoms. 

She passed three to ten stools per day 
after her intestinal bypass, but could limit 
the number by decreasing her food intake. 
Occasional abdominal pain was associated 
with meals and with distention of the 
abdomen. She had no history of melena or 
hematemesis although she had noted occa- 
sional hematochezia related to hemor- 
rhoids. She had no previous history of 
museuloskeletal problems or dermatitis. 
Her weight had decreased since surgery 
from 120.5 kg to 62.3 kg. She was taking 
salieylates for her arthritis. 

On admission her pulse rate was 100 
beats per minute; temperature, 38.1 ?C; 
blood pressure, 110/80 mm Hg; weight, 62.3 
kg; and height, 167.6 cm. Multiple erythem- 
atous papules and occasional vesicopustules 
were noted over the upper and lower 
extremities (Fig 2). The fundi, conjuncti- 
vae, and mucous membranes showed no 
other lesions. There was no joint swelling 
or tenosynovitis, although she did have 
some pain on moving her wrists and feet. 

Pertinent laboratory test results in- 
cluded normal x-ray films of the hands, 
wrists, and feet. The ESR (Westergren) 
was 38 mm/hr, and the complete blood cell 
count (CBC), urinalysis results, antinuclear 


antibody, hepatitis B antigen, rheumatoid 


factor, serologic results for syphilis, eryo- 
globulins, serum protein electrophoresis, 
triglycerides, magnesium, carotene, SGOT, 
alkaline phosphatase, creatinine, C-reac- 
tive protein, and hemolytic C3 and C4 
complement were normal or negative. 
Histocompatibility testing showed HLA- 


B27. Results of a modified platelet aggre- - 


gation test’ for circulating immune com- 
plexes were negative on admission of the 
patient, while those of a complement 
consumption test* (anticomplementary ac- 
tivity with two 50% units of guinea pig 
complement) were positive but became 
negative before hospital dismissal. 


A Gram’s stain of the skin lesions ~ 


revealed occasional neutrophils and no 


bacteria, and a biopsy specimen showed a 
leukocytoclastie vasculitis consisting pre- 
dominantly of cellular infiltration around 
small dermal blood vessels. The infiltrate 
was composed of neutrophils and varying 
numbers of eosinophils with only a few 
mononuclear cells scattered throughout the 
upper dermis. Extravasation of RBCs was 
noted around involved vessels. The vessels 
themselves showed endothelial cell swell- 
ing and deposits of eosinophilic fibrin 
within and around their walls, which 
caused splitting of the surrounding colla- 
gen. On hematoxylin-eosin sections, this 
fibrin and edema gave a smudgy appear- 
ance to the perivascular collagen (fibri- 
noid). Immunofluorescence tests provided 
no evidence of deposition of immunoglobu- 
lins or complement. 

The patient was initially treated with 2.5 
million units of aqueous penicillin G potas- 
sium four times daily for five days. Initial 
improvement was dramatic, but new skin 
lesions and left hip pain on motion 
appeared after several days of penicillin 
therapy. Then the patient was treated with 
salieylates and her condition improved. 
Later she was given 500 mg of tetracycline 
four times daily. At discharge, she had 
greatly improved and had no dermatitis or 
arthralgia. 

After discharge, this patient continued 
to have recurrent bouts of skin lesions and 
arthralgia. She noted some pain in the 
lower part of the back and hip joint. She 
also noted that 250 mg of tetracycline four 
times a day or 250 mg of penicillin V 
potassium (Pen-Vee K) four times a day, 
each for seven to ten days, had no effect on 
the aches or the skin lesions. However, 4800 
mg (16 tablets) of aspirin a day did seem to 
help. Sixteen months after hospitalization, 
she suddenly had resolution of her symp- 
toms and at the present time is comfort- 
able. 

CasE 2.—A 34-year-old woman was seen 
eight months after an end-to-end JI bypass 
with anastomosis of the defunetionalized 
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Fig 1.—Left, Jejunoileal bypass (Payne-DeWind procedure): 30 cm of jejunum are 
anastomosed end to side to ileum 10 cm from ileocecal valve. Right, Jejunoileal bypass 
(procedure of Scott et al): 30 cm of jejunum are anastomosed end to end with 15 cm of 
terminal part of ileum. Distal end of dissociated segment is anastomosed to sigmoid 
colon in this illustration, but could also be anastomosed to either transverse colon or 


cecum. 


ileum to the cecum. During this time, her 
weight had decreased from 131.9 kg to 88.6 
kg. Her obesity had made her an insulin- 
dependent diabetic at age 32. The diabetes 
resolved after the weight reduction. Six 
months after the bypass, she had seven 
separate episodes of nausea and vomiting, 
polyarthralgia (worse in the upper extrem- 
ities), and a peculiar erythematous pustu- 
lar rash, which occurred only on her upper 
extremities. These episodes lated one to 
two days each and spontaneously resolved. 
The rash was nonpruritic, but left punctate 
scars. The patient had fever and chills, and 
notéd a strange fullness and tightness in 
her throat. An assortment of medications 
had been used without success, including 
aspirin, indomethacin, phenylbutazone, fe- 
noprofen calcium, and naproxen. Carbeni- 
cillin disodium was associated with im- 
provement in the rash. 

On examination, the patient’s pulse rate 
was 76 beats per minute; blood pressure, 
130/80 mm Hg; respirations, 22/min; tem- 
perature, 36.7 °C; weight, 88.6 kg; and 
height, 170.2 em. An erythematous, pustu- 
lar rash was present on both arms, and 
there was evidence of tendonitis. 

The following laboratory results were 
within normal limits: CBC, differential, 
urinalysis, C4 and C3 hemolytic comple- 
ment, and rheumatoid factor. Serum albu- 
min was low at 3.3 g; magnesium was 
normal at 1.6 mg; iron was borderline low 
at 38 ug/dL, with total iron-binding capac- 
ity of 212 ug/dL and a saturation of 17.9%; 
carotene was low at 20 mg; the ESR (West- 
ergren) was 72 mm/hr, elevated; and anti- 
nuclear antibody was positive at 1:320 in a 
nucleolar pattern. The HLA was A2, Aw31; 
B5. The platelet aggregation test results 
were positive (titer 1:16) for circulating 
immune complexes; the complement con- 
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sumption results were negative. Cryoglob- 
ulins were present in the serum but no 
characterization of immunoglobulin type 
was made. | 

Biopsy specimen of the skin lesions 
revealed a chronic focal leukocytoclastic 
vasculitis similar to that described in case 
1. X-ray films did not reveal evidence of 
gastrointestinal obstruction. Her symp- 
toms and dermatitis abated on treatment 
with 250 mg of tetracycline four times 
daily. 


COMMENT 


The advisability of bypass surgery 
for morbid obesity is still controver- 
sial, and various side effects have 
been described.*-'® The first reports of 
the occurrence of polyarthritis after 
intestinal bypass appeared in 1971." 
It was noted then that all of these 
patients had had jejunocolostomies. 
More recent publications reveal that 
patients with jejunoileostomies have 
had arthritis also.'*'* The syndromes 
reported included arthritis, arthral- 
gia, and tenosynovitis. In some pa- 
tients, the duration of symptoms is 
relatively short, lasting but a few 
months and then spontaneously re- 
solving. Others have had persistent 
complaints, and have been treated 
over long periods with various thera- 
peutic programs such as salicylates, 
corticosteroids, antibiotics, and, in 
some cases, revision of the shunt. 

Both of our patients had intestinal 
bypass surgery for morbid obesity, 
and leukocytoclastic vasculitis subse- 
quently developed. Both had evidence 





Fig 2.—Multiple erythematous papules and 
vesicopustules of upper part of arm 
(case 1). 
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of circulating immune complexes, 
either by cryoglobulin, platelet aggre- 
gation, or complement consumption 
tests.^" Wands and his colleagues have 
described three patients who had 
acute arthritis after bypass surgery 
for obesity." Their patients were 
found to have circulating cryoproteins 
that contained the immunoglobulins 
IgG, IgM, and IgA, and also C3, C4, 
and C5 complement components. In 
addition, antibodies against bacteria 
Escherichia coli and Bacillus fragilis 
were detected in their complexes. The 
patients who had IgG in the cryopre- 
cipitates also showed evidence of acti- 
vation of the C3 proactivator to C3 
activator. This finding suggested acti- 
vation of the classical as well as the 
alternate pathway of complement. 
Various bacterial components and 
IgA have been shown to activate the 
alternate pathway; however, C3 proac- 
tivator can be activated by either the 
classical or alternate pathway through 
the feedback loop. Wands and his co- 
workers suggested that a bacterial 
antigen, presumably from the intesti- 
nal bacteria, was a stimulus for the 
development of  antigen-antibody 
complexes that, in turn, led to clinical 
cutaneous vasculitis and musculoskel- 
etal syndromes. 

It has been shown in dogs with 
jejunoileostomy that the excluded 
bowel segment is heavily colonized 
with E coli and Bacteroides species, 
which supports the bacterial over- 
growth hypothesis.'® Other data sug- 
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gest that the complications of jejunoil- 
eostomy can be prevented with anti- 
bioties. Hepatic necrosis in dogs after 
jejunoileostomy can be prevented 
with doxycycline hyclate.? This find- 
ing correlates with the decrease in 
bacterial overgrowth of anaerobic 
bacteria, particularly B fragilis in the 
blind loop. 

Studies of the bacterial population 
from the excluded loop in people with 
bypass enteropathy have shown aero- 
bic and anaerobic fecal flora. Fur- 
ther, patients with bypass enteropa- 
thy have been reported as having 
fever, arthralgia/arthritis, and der- 
matitis. Since these manifestations 
after bypass surgery have been suc- 
cessfully treated with broad-spectrum 
antibiotics and metronidazole, they 
are believed to be caused by bacte- 
ria. 

Dickson and his associates have 
described cutaneous vasculitis in a 
patient after intestinal bypass sur- 
gery.* Leukocytoclastie vasculitis as 
well as deposition of C3 in vessel walls 
was described on biopsy. Circulating 
immune complexes were identified by 
eryoglobulins and the Raji cell test. 

Moake and his colleagues have 
described a man in whom circulating 
immune complexes developed two 
years after a JI bypass procedure. 
They thought that these complexes 
mediated complement-dependent in- 
travascular hemolysis, thrombocyto- 
penia, and leukopenia.” 

In another report, Rose et al iden- 
tified circulating immune complexes 
by the Clq binding technique. In addi- 
tion, two of their bypass patients were 
found to have HLA-B27 with evidence 
of sacroileitis. One of our patients has 
HLA-B27, but to date has shown no 
roentgenographic evidence of sacroil- 
eitis or spondylitis, although these 
conditions may eventually develop. 

Several techniques are used by most 
investigators to search for circulating 
immune complexes in patients’ se- 
rum because each technique detects 
material of different types and/or 
molecular size.” The antigen-antibody 
composition of immune complexes 
may be different from patient to 
patient, or even from time to time in 
the same patient. Since the composi- 
tion of the complexes varies with the 
types of antigen and immunoglobulin, 
they may or may not contain comple- 
ment-fixing properties. 

In case 1, circulating immune com- 
plexes were identified by the comple- 
ment consumption test, indicating 
that they contained material with 
complement-fixing properties. In case 
2, we identified complexes by the 
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presence of cryoglobulins, as well as 
by the platelet aggregation test, indi- 
cating that these soluble immune 
complexes contained the immunoglob- 
ulin, IgG. 

Fernandez-Herlihy noted that the 
type of arthritis seen after intestinal 
bypass surgery may vary, depending 
on the type of bypass. Those with 
jejunoileostomy had single or recur- 
rent attacks of migratory polyarthri- 
tis or arthralgia, primarily in large 
joints, but no tenosynovitis. In con- 
trast, patients with jejunocolostomies 
had arthritis for up to three years that 
affected primarily small joints in the 
fingers and wrists. These patients had 
tenosynovitis also. He did note some 
exceptions. Our two patients can be 
included with the exceptions, since 
they demonstrate that arthritis of the 
large and small joints as well as teno- 
synovitis can occur in patients who 
have jejunoileostomy with an ileal- 
colonic anastomosis. 

The differences in these patients 
may depend on what is done with the 
excluded segment. If the bypassed 
segment is in continuity with the 
small intestine (end-to-side jejunoil- 
eostomy), there may be less bacterial 
overgrowth in that excluded segment, 
because an intact ileocecal valve 
prevents reflux. Therefore, a milder 
arthritis/vasculitis syndrome may oc- 
cur. The end-to-end jejunoileostomy 
of the two patients described here, 
with an ileum-to-colon anastomosis of 
the defunctionalized limb, favors bac- 
terial overgrowth." This overgrowth 
in the bypassed intestine with stasis 
may have produced large amounts of 
bacterial antigen, which stimulated 
the development of immune complex 
vasculitis and caused severe rheumat- 
ic syndromes. In both patients, the 
attacks were episodic rather than 
persistent. Other patients with rheu- 
matic syndromes after surgically cre- 
ated short bowels have had their 
symptoms resolve spontaneously, just 
as one of ours did. 
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Nonproprietary Names and 
Trademarks of Drugs 


Fenoprofen calcium—Nalfon. 
Metronidazole—Flagyl. 
Naproxen—Naprosyn. 
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Plasmapheresis and 
Immunosuppressive Therapy 


Effect on Levels of Intercellular Antibodies in Pemphigus Vulgaris 


Robert Auerbach, MD, Jean-Claude Bystryn, MD 





€ A patient with pemphigus vulgaris 
and serious side effects of steroid therapy 
was treated by exchange plasmapheresis. 
Eight plasmaphereses were performed 
over six weeks. Each procedure reduced 
the serum level of intercellular antibodies 
by 50% to 87%. A rebound in levels of 
intercellular antibodies usually followed 
their depletion but could be minimized or 
completely suppressed by administration 
of cyclophosphamide. After six weeks of 
therapy, clinical symptoms had greatly 
improved and intercellular antibody levels 
had decreased from a titer of 5,120 to 160. 
It is not possible to ascribe these improve- 
ments specifically to plasmapheresis 
since the patient was concurrently receiv- 
ing low doses of prednisone and intermit- 
tent treatment with cyclophosphamide. 

(Arch Dermatol 115:728-730, 1979) 


he current treatment of pemphi- 
gus vulgaris utilizes systemic 
steroids, immunosuppressive agents, 
or gold. While effective, these treat- 
ments are limited by serious side 
effects and/or a prolonged lag time 
before they become effective. Thus, 
there is a need for effective but safer 
methods of treating the disease. 
Recently, exchange plasmapheresis 
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has been used successfully to treat 
several diseases believed to be caused 
by circulating autoantibodies. These 
studies suggest that the procedure 
may be useful in pemphigus, a condi- 
tion where circulating autoantibodies 
reacting to epidermal intercellular 
(IC) antigens are believed to play a 
role in pathogenesis. In fact, while 
this study was in progress, there were 
two reports from England of ex- 
change plasmapheresis for pemphi- 
gus.'? 

The present report indicates that 
exchange plasmapheresis can marked- 
ly reduce circulating levels of IC anti- 
bodies, and that this effect can be 
prolonged by.the concurrent adminis- 
tration of cytotoxic drugs. 


REPORT OF A CASE 


Erosions first developed in the oral cavi- 
ty of a 47-year-old woman in 1973. After 
several months, flaccid bullae and superfi- 
cial erosions developed on her cheeks and 
buttocks. A biopsy specimen showed an 
intraepidermal bulla with acantholytic cells 
typical of pemphigus vulgaris. During the 
ensuing five years, she required from 30 to 
100 mg/day of prednisone to control her 
disease. Azathioprine, cyclophosphamide, 
and methotrexate, administered in doses 
that induced leukopenia, did not reduce her 
symptoms. Weekly injections of gold sodi- 
um thiomalate (Myochrysine) to a total 
dosage of 600 mg did not reduce the 
requirement for prednisone. She became 
cushingoid, osteoporosis developed, and, in 
December 1977, she was found to have 
multiple compression fractures of the 
vertebrae in the lower thoracic and upper 


lumbar parts of her spine. The pemphigus 
became more active and could not be 
controlled on 40 mg/day of prednisone, and 
she was admitted to the university hospital 
in February 1978 for plasmapheresis. 

At the time of admission, she had typical 
flaccid bullae and crusted oozing erosions 
of pemphigus vulgaris on her temples, ears, 
abdomen, labial mucosa, back, and legs. 
She was markedly cushingoid, and she had 
IC antibodies to a titer of 5,120. Her dosage 
of prednisone was increased to 60 mg/day 
and cyclophosphamide’ therapy was 
started, 100 mg/day. Administration of 
cyclophosphamide was discontinued on 
several occasions because of decreases in 
platelet and WBC counts. 

Details of the dosage and schedule of 
prednisone and cyclophosphamide adminis- 
tration are outlined in the Figure. Eight 
plasmaphereses were performed over a six- 
week interval, with seven of the procedures 
being done over three weeks. On each 
oceasion, 1,500 to 2,000 mL of plasma was 
removed and replaced with plasma substi- 
tute. At the time of discharge, her skin 
lesions had improved greatly, the serum 
titer of IC antibodies had been reduced to 
160, the dosage of prednisone was lowered 
to 12.5 mg/day, and the patient was receiv- 
ing 50 mg/day of cyclophosphamide. 


METHODS 
Assay of IC Antibodies 


Serum levels of IC antibodies were 
measured by indirect immunofluorescence. 
A standard technique was used? as was 
previously described.‘ The substrates used 
were sections of frozen normal allogeneic 
skin, as well as monkey and guinea pig 
esophagus. Each slide was read indepen- 
dently by two investigators and the aver- 
age titer recorded. There was no more than 
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nations of IC antibody titers. 


a one-dilution difference in the reading of 
both investigators. To minimize further 
variations in results, each serum was 
tested on two to four separate occasions 
and the average results used. 


Plasmapheresis 


Exchange  plasmapheresis was  per- 
formed with a discontinuous-flow blood 
processor. The amount of blood processed 
with each pass was approximately 450 mL. 
Five to seven passes were done per proce- 
dure. For each procedure, 1,360 to 2,000 mL 
of plasma was removed. This represents 
50% to 75% of total plasma volume, calcu- 
lated as 5% of body weight. Plasma was 
removed at the rate of 15 to 30 mL per 
minute and was replaced isovolumetrically 
with plasma substitutes. Replacement 
fluids included 750 to 1,000 mL of a 5% 
normal human serum albumin solution, 300 
to 460 mL of acid citrate dextrose solution, 
50 to 200 mL of a 0.9% sodium chloride 
solution, and 150 to 400 mL of water taken 
orally. No y-globulin was administered 
between plasmaphereses to replace plasma 
proteins. 


RESULTS 
Effects of Plasmapheresis on 
Serum Levels of IC Antibodies 


The titers of circulating IC anti- 
bodies prior to and following 
plasmapheresis are illustrated in the 
Figure. The titer of IC antibodies 
present prior to the first plasmapher- 
esis was 2,560 to 5,120. Immediately 
following each plasmapheresis there 
was a sharp decline in serum levels of 
IC antibodies. The reduction in titers 
ranged from two to six dilutions, 
representing a reduction of 50% to 
87% in circulating levels of antibodies. 
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There was usually a correlation 
between the volume of plasma ex- 
changed and the reduction in titer. In 
four plasmaphereses, in which more 
than 1,700 mL of plasma was 
exchanged, there was a 71% average 
reduetion in the serum level of IC 
antibodies (range, 50% to 75%) imme- 
diately after the procedure. By con- 
trast, in another four plasmaphereses 
in which less than 1,700 mL was 
exchanged, there was only a 58% aver- 
age reduction (range, 50% to 87%). The 
consistent reduction in antibody levels 
following each plasmapheresis ex- 
cludes the possibility that the changes 
were due to errors in the assay. 

Following most, but not all, plasma- 
phereses, there was a prompt rebound 
in serum levels of IC antibodies. The 
rebound was evident as early as 12 
hours after the procedure and contin- 
ued for as long as four days. Its full 
duration could not be adequately eval- 
uated because of the frequency with 
which plasmapheresis was performed 
and the administration of cyclophos- 
phamide, which, as indicated below, 
appeared to minimize the rebound. 
The magnitude of the rebound was 
such that serum levels of IC anti- 
bodies several days after the proce- 
dure were, in four of eight instances, 
similar to or even higher than those 
prior to the procedure. 

Following the eighth plasmaphere- 
sis, approximately six weeks after the 
onset of this therapy, the titer of 
circulating IC antibodies had de- 
creased to 160. Because the clinical 


condition of the patient was im- 
proving and she was concurrently re- 
ceiving low doses of prednisone and 
intermittent treatment with cyclo- 
phosphamide, it is not possible to 
determine what proportion of the 
decrease resulted from plasmaphere- 
sis. 


Effect of Cyclophosphamide on 
Rebound of iC Antibody 
Levels After Plasmapheresis 


The rebound in levels of circulating 
IC antibodies following their deple- 
tion by plasmapheresis appeared to be 
partially suppressed by cyclophos- 
phamide. There was a gap of more 
than two days in the administration of 
cyclophosphamide following two plas- 
maphereses, the second and the sev- 
enth. Following both of these proce- 
dures, there was a sharp rebound of IC 
antibody levels during the time that 
no cyclophosphamide was being ad- 
ministered. The increase was such 
that at its maximum, the levels of IC 
antibodies were double those present 
prior to plasmapheresis. By contrast, 
there was no rebound in IC antibody 
levels in three of the six plasmapher- 
eses performed while cyclophospha- 
mide was being administered, and in 
the remaining three procedures, the 
levels following rebound did not 
exceed those present prior to the 
procedure. 


Side Effects 


The most common side effect was a 
decrease in the platelet count. Follow- 
ing two plasmaphereses, the platelet 
count was reduced below 150,000, 
which necessitated temporary suspen- 
sion of the procedure. The thrombocy- 
topenia was due, in part, to the incom- 
plete separation of platelets from the 
removed plasma, and was partially 
corrected by including some plasma in 
the cellular fraction separated with 
each pass. Another contributing fac- 
tor was the administration of cyclo- 
phosphamide. The most marked re- 
duction in platelets (to 130,000) 
occurred at a time when the patient 
was receiving 150 mg/day of cyclo- 
phosphamide. Another side effect was 
hypogammaglobulinemia. During the 
most intense period of plasmaphere- 
sis, the globulin level was, on the 
average, 60% less than that present 
prior to plasmapheresis, and on one 
occasion was reduced by 90%. Serum 
levels of albumin were not greatly 
changed, reflecting its presence in the 


plasma substitute used for replace-. 


ment. Total serum protein levels were 
reduced by an average of 7%. Total 
RBC and WBC counts were reduced 
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on several occasions, but this was most 
likely due to the presence of cyclo- 
phosphamide, since the decrease coin- 
cided with the administration of this 
drug. There were no changes in serum 
electrolytes. 


COMMENT 


The most important finding was 
that the serum levels of IC antibodies 
in patients with pemphigus vulgaris 
can be lowered by plasmapheresis, and 
that the rebound in antibody levels 
that normally follows this procedure 
may be partially controlled by the 
concurrent administration of cyclo- 
phosphamide. 

Experimental studies in animals 
have shown that exchange transfusion 
or plasmapheresis can lower circulat- 
ing levels of specific antibodies.** 
More recently, the treatment has been 
applied to sevéral diseases caused by 
autoimmunity believed to be caused 
by circulating autoantibodies. These 
include  Goodpasture's syndrome,’ 
myasthenia gravis?" glomerulone- 
phritis," systemic lupus erythemato- 
sus," and pregnant women with anti- 
bodies to rhesus isoantigens.'* In each 
instance, it has been shown that the 
plasmapheresis can lower circulating 
levels of autoantibodies and, in some 
instances, lead to improvement in 
clinical symptoms and laboratory ab- 
normalities. 

Pemphigus vulgaris may be another 
disease amenable to treatment by 
plasmapheresis, since there is increas- 
ing evidence that circulating autoanti- 
bodies reacting to epidermal IC anti- 
gens play a role in its pathogenesis. 
Our study clearly indicates that plas- 
mapheresis can induce short-term 
reductions in circulating levels of IC 
antibodies. The long-term effect of 
the procedure on IC antibody levels 
and clinical symptoms cannot readily 
be evaluated. Though IC antibodies 
decreased from an initial titer of 5,120 
to 160, and signs and symptoms were 
greatly improved on discharge, the 
patient was concurrently receiving 
prednisone and intermittent treat- 
ment with cyclophosphamide so that it 
is not possible to determine which of 
these therapeutic methods was re- 
sponsible for the improvement. The 
effectiveness of plasmapheresis in the 
two other instances in which it has 
been used to treat pemphigus is equal- 
ly difficult to evaluate. In one study, a 
reduction in IC antibody levels was 
achieved, but there was no clinical 
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improvement.' The low levels of IC 
antibodies prior to plasmapheresis 
(titer of 45) and the limited number of 
plasmaphereses performed (three) did 
not provide an adequate test of the 
procedure. In the other instance,’ no 
consistent reduction in IC antibody 
levels was achieved, though this could 
have been due to difficulties in 
measuring the low levels of IC anti- 
bodies present (titers of 10 to 80). 
Clinical improvement was claimed on 
those occasions when a reduction in IC 
titers was achieved, but was not other- 
wise documented. 

Plasmapheresis is a relatively safe 
procedure.'*'* The most common side 
effects were those seen in this patient, 
thrombocytopenia and hypogamma- 
globulinemia." Other side effects that 
have been reported include depletion 
of the plasma proteins, such as 
complement components and clotting 
factors."'* Theoretically, the proce- 
dure may increase the risk of systemic 
infections in patients receiving im- 
munosuppressive agents. 

The major drawback of plasmaphe- 
resis therapy is the rebound in anti- 
bodies that immediately follows their 
depletion. We originally described this 
phenomenon in experimental ani- 
mals.** This study clearly shows that 
the same phenomenon occurs in man. 
In rabbits, it could be demonstrated 
that the rebound phenomenon has two 
parts. The first occurred within 48 
hours, when approximately 50% of 
depleted immunoglobulins was re- 
placed as a result of redistribution of 
extravascular immunoglobulins, pre- 
dominantly IgG, into the vascular 
compartment. The second part, which 
occurred within two to three days and 
peaked in approximately one week, 
was a result of synthesis of new anti- 
bodies triggered by a regulatory 
mechanism that provided feedback. 
This latter rebound can be so great 
that antibody levels following plasma- 
pheresis can be greater than those 
existing prior to the procedure, ser- 
iously limiting its effectiveness. The 
magnitude of the rebound could be 
partially suppressed in mice by ad- 
ministering cyclophosphamide concur- 
rently with antibody depletion.’ This 
study suggests that in man, too, the 
magnitude of the rebound may be 
minimized or even completely sup- 
pressed by administration of cyclo- 
phosphamide with frequent plasma- 
pheresis. 

In conclusion, exchange plasma- 
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pheresis is a relatively safe procedure 
that can temporarily lower circulating 
levels of IC antibodies. If performed 
frequently, or in conjunction with 
immunosuppressive drugs, it may pro- 
vide an alternative method of treating 
patients with pemphigus unrespon- 
sive to or with side effects from 
conventional therapy. 
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Hypopigmentation in Alopecia Mucinosa 


Eric Locker, MD, W. Christopher Duncan, MD 


* Alopecia mucinosa was found in the 
hypopigmented skin of two black patients. 
Alopecia mucinosa should be included in 
the differential diagnosis of hypopig- 
mented papular skin lesions. 

(Arch Dermatol 115:731-733, 1979) 


Ae mucinosa is an inflamma- 
tory disorder of unknown cause 
characterized clinically by inflamma- 
tory plaques with alopecia and histo- 
logically by mucinous edema of the 
hair follicles. Since its first descrip- 
tion by Pinkus' in 1957, numerous 
reports have been published describ- 
ing the protean clinieal presentations 
of the disorder as well as its secondary 
association with reticulosis and other 
dermatoses. Herein, we report two 
cases of alopecia mucinosa associated 
with hypopigmentation. 


REPORT OF CASES 


Case 1.—A 53-year-old black man was 
seen in April 1977 with a seven-month 
history of pruritic follicular papules on the 
face and scalp. The lesions at times became 
fluid-filled or pustular and healed with 
hypopigmentation. He denied previous 
skin disorders or systemic symptoms. 

Examination of the skin showed follicu- 
lar papules on the face and scalp associated 
with patches of hypopigmentation (Fig 1 
and 2). Some papules appeared to be fluid- 
filled or pustular. Findings from the 
remainder of his physical examination 
were normal. 

Initially, he was treated for folliculitis 
with tetracycline hydrochloride and later 
with minocycline hydrochloride. However, 
new lesions continued to develop, and a 
biopsy specimen was obtained. 
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During the biopsy, we noted that the 
pressure of the infiltrating anesthesia 
foreed mucinous fluid from papules. The 
biopsy specimen disclosed reticular degen- 
eration of the outer root sheath with an 
accumulation of mucinous material. There 
was minimal mononuclear inflammation 
around affected hair follicles. Alcian blue 
stains demonstrated the presence of mu- 
cin. A diagnosis of alopecia mucinosa was 
made. 

Laboratory values were as follows: 
hemoglobin concentration, 13.7 g/dL; he- 
matocrit reading, 41%; WBC count, 8,600/ 
cu mm, with 51% polymorphonuclear leuko- 
cytes, 2% band forms, 37% lymphocytes, 
and 6% monocytes; ESR, 31 mm/hr. Urinal- 
ysis and chest roentgenogram were consid- 
ered within normal limits. Liver and renal 
function tests yielded normal results. No 
organsims grew from a culture of the 
mucinous fluid. 

Presently he is applying fluocinonide gel 
twice daily and taking hydroxyzine hy- 
drochloride with fair control of pruritus; 
however, the depigmentation remains the 
same. New papular lesions continue to 
develop. 

Case 2.—In May 1977 a 52-year-old black 
man was seen with a two-month history of 
pruritic scalp papules associated with scal- 
ing and lightening of skin color. With the 
exception of papular neurodermatitis of 
the lower portions of both legs of several 
years’ duration, he denied other skin 
diseases or systemic symptoms. 

Examination of the skin showed multi- 
ple, erythematous, flat-topped papules in 
the anterior aspect of the scalp associated 
with depigmentation and superficial scal- 
ing. 

Initial differential diagnosis included 
seborrheie dermatitis, papular neuroder- 
matitis, contact dermatitis, and sarcoid. 

A biopsy specimen of a hypopigmented 
papule on the anterior part of the scalp 
disclosed follicular mucinosis (Fig 3). 
Alcian blue stains were positive for acid 
mucopolysaccharides. In addition, there 
was a rather widely distributed perivascu- 
lar and periappendageal inflammatory 


suggested 


infiltrate largely consisting of mononu- ^ 


clear cells with occasional eosinophils. 
Laboratory values were as follows: 
hemoglobin concentration, 14.5 g/dL; he- 


matocrit reading, 48%; WBC count, 6,800/ o8 


eu mm, with 61% polymorphonuclear leuko- 
cytes, 9% eosinophils, 25% lymphocytes, 
and 4% monocytes; ESR, 16 mm/hr. Serum 
protein electrophoresis showed a normal 
serum protein pattern. A rapid plasma 
reagent test was nonreactive; there were 
no antinuclear antibodies; and results of 
renal and liver function tests were 
normal. 

He was treated with fluocinonide cream 
four times daily. Over the next several 
months, his lesions subsided with a cessa- 
tion of pruritus and a gradual repigmenta- 
tion of the scalp. 


COMMENT 


In 1957, Pinkus' used the name "alo- 
pecia mucinosa" to describe inftam- 
matory plaques and follicular papules 
with alopecia in six patients in whom 
he found an accumulation of mucin in 
the hair follicle. Other isolated clinical 
reports of this entity may have 
appeared earlier in the literature.“ 
Later in 1957, Braun-Falco* described 
two types of alopecia mucinosa: a 
primary type, occurring as a benign 
idiopathic condition, and a secondary 
phenomenon associated with reticulo- 
sis. Two years later, Jablonska et ab 
“follicular mucinosis” 
might be a preferable term because 
alopecia is not always evident outside 
the scalp, beard, or eyebrow areas. 


Since these initial reports, several 
hundred cases of alopecia mucinosa 


have been reported, many with long 
follow-up studies.* 

Alopecia mucinosa has been divided 
into three clinical categories.*--* The 
benign transient variety is mani- 
fested usually by single or multiple 
erythematous scaly plaques with fol- 
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Fig 1.—Hypopigmented macular lesions on 
anterior aspect of scalp and left side of 
face. Biopsy specimen of these lesions 
showed underlying follicular mucinosis 
(case 1). 


licular accentuation. It occurs predom- 
inantly in the beard, neck, or shoulder 
region, but can occur anywhere. Alo- 
pecia is most noticeable in the scalp 
area. Although they may be cosmeti- 
cally disfiguring, the lesions are often 
asymptomatic. Associated pruritus 
and neurosensory abnormalities?" 
have been reported. On occasion, the 
lesion can take on an eczematoid 
appearance. Clear mucin can some- 
times be expressed from the follicular 
lesions.’ Rarely, it can be manifested 
only by follicular papules without 
grouping or plaque formation. The 
benign transient variety of alopecia 
mucinosa can occur in all age groups 
and races and lasts usually from two 
to 24 months.**-" 

The second form is the chronic 
benign variety that persists longer 
than two years. In this variety, the 
lesions tend to be more widely distrib- 
uted with more variable morphologic 
features." Grouped follicular papules, 
infiltrated papules, nodules, or ulcera- 
tions can be seen. The lesions may 
take on a gelatinous appearance. 
When this form involves the outer 
eyebrow area," it may be mistaken 
for leprosy. This variant of alopecia 
mucinosa can persist for years with- 
out any evidence of underlying dis- 
ease. 

The third category of alopecia muci- 
nosa clinically resembles the chronic 
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Fig 2.—Papular lesions with early hypopig- 
mentation apparent in several (case 1). 


benign variety; however, it is asso- 
ciated with an underlying malignant 
reticulosis.*-'!** This variety is rare- 
ly limited only to the head and neck 
area, usually occurring with varying 
morphologic features in a generalized 
distribution. Alopecia mucinosa can 
occur simultaneously with the reticu- 
losis, or it may precede or follow it by 
a number of months. The clinical 
course is usually that of the underly- 
ing malignant neoplasm. The reported 
incidence of reticulosis occurring in 
association with extensive alopecia 
mucinosa varies from 17%" to 2696," 
the generally aecepted figure being 
20%. The reticulosis usually occurs in 
older age groups, with the average 
age being 45 years." Lymphoma and 
mycosis fungoides are the most com- 
mon associated reticuloses, although 
Hodgkin's lymphoma" and familial 
reticuloendotheliosis” also have been 
reported. 

Alopecia mucinosa also has been 
reported to occur (coincidentally?) 
with a number of unrelated condi- 
tions: angiolymphoid hyperplasia,” 
Goodpasture's syndrome," systemic 
lupus erythematosus,” lichen simplex 
chronicus, sarcoid,^ and myxede- 
ma.?^ 

Hypopigmentation is a rarely men- 
tioned clinical manifestation of alope- 
cia mucinosa. Two other cases of hypo- 
pigmentation and alopecia mucinosa 
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Fig 3.—Biopsy specimen of hypopig- 
mented papule from anterior portion of 
scalp demonstrates follicular mucinosis 
with mucinous edema of sebaceous gland 
and outer root sheath. Minimal inflamma- 
tion is present (case 2, hematoxylin-eosin, 
original magnification x 280). 


have been reported in the literature. 
In 1978, Stern and Krivo” reported a 
case of a 6-year-old black girl with 
scaly hypopigmented patches on her 
forehead. A biopsy specimen disclosed 
alopecia mucinosa. No follow-up was 
mentioned. DeGraciansky and Taieb** 
in 1975 described a case of a 13-year- 
old boy with multiple nonpruritic, 
hypopigmented eczematoid plaques 
on the arms, trunk, and in the head 
region. These plaques regressed in a 
period of months; however, the leu- 
koderma persisted. 

It is noteworthy that one of two 
previously described patients and our 
two with associated hypopigmenta- 
tion were blacks. Considering the 
pigment lability of blacks, it may be 
that the loss of pigment was due to 
postinflammatory changes. However, 
the amount of pigment incontinence 
or dermoepidermal inflammation seen 
in the biopsy sections was not great. 

Both of our cases seem to fit the 
benign category. Evaluation did not 
uncover any other medical problems. 
Case 1 seems to represent the chronic 
variety and will require continued 
surveillance, and case 2, the self- 
limited variety. 

Many treatment modalities, includ- 
ing intralesional steroid injections," 
superficial x-ray therapy,' x-ray ther- 
apy and topical steroid applications,’ 
dapsone,” chloroquine," and metho- 
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trexate," have been tried with incon- 
sistent results. Treatment of the 
benign, self-limited type, as in our 
case 2, is difficult to assess, because 
the disease usually resolves sponta- 
neously.'' Topical therapy with steroid 
and hydroxyzine have produced par- 
tial symptomatic relief in case 1, 
although new lesions continue to 
develop. 

The cause of alopecia mucinosa is 
unknown. Several possibilities have 
been suggested: viral infection," en- 
docrine disturbance, mucophanerosis 
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(secondary to cell damage), and ec- 
zematous changes of the hair follicle.’ 
The multiple clinical presentations 
and the association with many unre- 
lated dermatoses suggest a nonspe- 
cific reactive process to a variety of 
factors. 

The diagnosis of alopecia mucinosa 
in both cases was made only by biopsy. 
Because of the hypopigmentation and 
other clinical symptoms and signs, we 
included in our differential diagnosis 
eczema, seborrheic dermatitis, follicu- 
litis, contact dermatitis, sarcoid, and 
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Yellow Nail Syndrome 


Possible Association With Malignancy 


Jere D. Guin, MD, John H. Elleman, MD 


è A dramatic resolution of yellow nail 
deformity occurred in a 66-year-old man 
shortly after the removal of a carcinoma of 
the larynx. Seventeen months later, a 


productive cough developed and radio- 


logic evidence of bronchiectasis was 
found. There was no evidence of lymphe- 
dema, pleural effusion, sinusitis, or immu- 
nologic abnormalities. At least three other 
patients with a variant of yellow nail 
syndrome have died of malignancy. 
Therefore, the resolution of the nail de- 
formity following laryngectomy may not 
be fortuitous. 
(Arch Dermatol 115:734-735, 1979) 


he nail deformity found in the 

yellow nail syndrome is one of 
the most dramatic pictures in derma- 
tology. The striking yellow color, 
increased transverse curvature, ex- 
tremely slow growth, absence of a 
cuticle, and tendency to form a hump 
facilitate the clinical diagnosis. This 


= Characteristic nail change represents 


much more than a dermatologic 
curiosity, since it may accompany 
lymphedema, pleural effusions, bron- 
chiectasis, sinusitis, and perhaps, ma- 


 lignancy. The subject has been ably 


reviewed several times since Samman 
and White described it in 1964.'* We 
describe a patient whose condition 
cleared dramatically after the removal 
of a carcinoma of the larynx and 
discuss the possible association of 
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yellow nail syndrome with malignan- 
cy. 


REPORT OF A CASE 


A 61-year-old man was seen originally in 
January 1973 because of a dystrophy of all 
20 nails. The patient stated that his nails 
had “quit growing” approximately one 
year previously. 

He was in relatively good health, except 
for mild essential hypertension and a 
moderate amount of emphysema. The 
former was controlled by oral therapy with 
methyclothiazide, deserpidine, and potas- 
sium chloride. There was no history of 
arthritis, chronic cough, asthma, hay fever, 
or sinus trouble. 

Past illnesses included pneumonia in 
1959, which was treated on an outpatient 
basis, and hypokalemia in 1970, which 
necessitated hospitalization. His mother 


died at age 72 of “old age.” As a young 


woman, she had been treated for tuberculo- 
sis, which was pronounced arrested. The 
patient’s father died following an accident 
at age 80. He had one aunt who lived to be 
95 years old. One brother, 76 years of age, 
and one sister, who is 74, are living and 
well. 

On physical examination, the principal 
abnormal findings were changes in the 
nails and a moderate amount of emphyse- 
ma. There was no edema, ascites, or 
evidence of pleural effusion. The blood 
pressure was 145/70 mm Hg. The finger- 
nails and toenails were yellow and thick- 
ened, with a pronounced increase in the 
longitudinal and transverse curvature, No 
clubbing of the fingers or cyanosis was 
present. 

Recent laboratory data included a hemo- 
globin level of 14.9 g/dL and a WBC count 
of 11,500/cu mm with a normal differen- 
tial. The serum immunoglobulin levels, and 
results of urinalysis, VDRL test for syphi- 
lis, and a blood chemistry screen were 
within normal limits. The antinuclear anti- 
body and rheumatoid factor (latex) exami- 
nganas were negative. Two of seven recall 


antigens were positive and one was doubt- 
ful. 

Chest roentgenograms between 1970 and 
1975 showed stable postgranulomatous 
changes with bilateral basilar fibrosis and 
a moderate amount of pulmonary emphy- 
sema. There was no appreciable change 
during this period. 

The following are observed values (and 
percentage of predicted normal) for pulmo- 
nary function studies. In 1970, the vital 
capacity (VC) was 3.41 L (74%) and the 
forced expiratory volume in one second 
(FEV,) was 51% of this value (88%). Studies 
in November 1978 were as follows: VC, 
1.83 L (53%); FEV, 0.54 L (21%); FEV,/VC, 
29% (39%); maximum midflow, 0.29 L/s 
(10%); peak flow, 75 L/min (24%); total lung 
capacity, 5.04 L (101%); and residual 
volume, 2.81 L (188%). The diffusing capac- 
ity for earbon monoxide was 18.3 mL/ 
min/mm Hg (74%). 

In 1972, oral therapy with vitamin E, 800 
units per day, was started and continued 
for 14 months. There was no improvement 
and treatment was discontinued. The nail 
deformity remained unchanged until 1977. 
In March of that year, the patient was 
evaluated for hoarseness of nine months’ 
duration. A biopsy revealed carcinoma of 
the larynx and a laryngectomy was 
performed. 

Approximately four to six weeks postop- 
eratively, the nails were noted to be grow- 
ing more rapidly. The proximal portion 
became pink and flat compared with the 
deformed distal part. Within the next 12 
months, the fingernails reverted to normal 
except for the distal one third of the 
thumbnails, which cleared a few months 
later. A similar improvement occurred 
simultaneously in the toenails. 

In September 1978, the patient experi- 
enced a productive cough and noted a 
sudden worsening of his exertional dysp- 
nea. A roentgenogram done at this time 
showed progression of the emphysematous 
and fibrotic changes that had been noted in 
1975. There was also a bilateral basilar 
pattern of honeycombing that was consid- 
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Fig 1.—Appearance of thumbnails in 


March 1978. Distal yellow portion is 
curved both transversely and longitudinal- 


ly. 


ered strongly suggestive of underlying 
bronchiectasis. 


COMMENT 


Samman and White' described yel- 
low nail syndrome in 13 patients. Six 
of these had abnormal lymphaties, 
four had abnormal lymphangiograms, 
and ten had some form of lymphede- 
ma. Subsequent reports indicate that 
these patients may also have pleural 
effusion,‘ bronchiectasis,’  sinusitis,* 
and other conditions. The syndrome is 
currently considered a triad consist- 
ing of yellow nails, lymphedema, and 
pulmonary complications. 

Hiller et al’ noted that of five 
patients with yellow nail syndrome 
who had died, three had died of a 
malignant neoplasm. One had an 
anaplastic sarcoma, another had a 
malignant melanoma, and the third 
had Hodgkin’s disease.‘ Another pa- 
tient had monoclonal macroglobulin- 
emia due to a x light chain." Interest- 
ingly, none of the three patients with 
malignancy had yellow nails. They did 
have lymphedema and idiopathic pleu- 
ral effusion, which are considered 
diagnostic.’ 

However, our patient had yellow 
nails but no lymphedema or pleural 
effusion. He had chronic bronchitis 
and radiologic evidence of bronchiec- 
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Fig 2.—Typical hump is shown distally with 
normal-appearing nail proximally. 


tasis several months after the nails 
cleared. Emphysema and pulmonary 
fibrosis have not been prominent 
features in other patients with yellow 
nail syndrome and the association 
here may be fortuitous. 

Immunologic alterations have been 
found in a few patients, but they lack 
a consistent pattern. These include 
hypogammaglobulinemia, lympho- 
penia (with Hodgkin's disease), and 
depressions of IgA? and IgM.’ Howev- 
er, most patients whose conditions 
have been evaluated immunologically 
seem to be normal. 

Our patient's nails had shown no 
sign of remission for five years. 
However, a dramatic change followed 
removal of a laryngeal carcinoma. The 
proximal portions of the nails grew 
out normal in appearance in contrast 
to the distal yellow deformity (Fig 1 
and 2). A few months later, a hump at 
the edge of the thumbnails was the 
only remaining evidence. 

Did this sudden metamorphosis 
result from removal of the tumor? 
This is a difficult question. It certain- 
ly did not accompany surgical im- 
provement of his pulmonary status, as 
was reported for one patient.’ Abell 
and Samman” considered sponta- 
neous recovery to be unusual. Howev- 
er, Samman’? stated elsewhere that 
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partial or complete improvement in 
the nails occurs spontaneously in 
about one third of all patients. There 
are reports of improvement following 
many varied forms of treatment. 
Steroid therapy was beneficial intra- 
dermally in two patients and orally in 
another.^ Other patients have im- 
proved after gold therapy and bed rest 
for rheumatoid arthritis, vitamin 
E," biotin, diethylstilbestrol,* and 
management of diabetes." It seems 
likely that at least some of these were 
spontaneous remissions. Yet even 
spontaneous resolutions must ulti- 
mately be due to something. 

It would help if we knew the cause 
of yellow nail syndrome. We do not. A 
prevalent theory is that it is due to a 
widespread lymphatie abnormality 
that is adequate early in life but 
becomes deficient following inflam- 
mation or stress This does not 
explain patients without edema, those 
with normal lymphangiograms, or 


some who have responded to treat- 


ment. However, lymphatic abnormali- 
ties are a prominent feature in most 
of the reported cases. 

According to Samman, the color 
change in the nail seems to depend on 
the slow rate of growth. Perhaps there 
is more than one underlying cause for 
the slow nail growth. 

One cannot say with any certainty 
that the removal of the malignancy in 
our patient was responsible for the 
improvement in his nails. The sudden 
change after more than five years is 
very suggestive. Three other patients 
with this syndrome have died of 
malignancy and a fourth had a mono- 
clonal macroglobulinemia with Bence 
Jones protein. Therefore, an associa- 
tion of malignancy and yellow nail 
syndrome is suggested but unproved. 
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Toxoplasmosis 


Jeffrey L. Pollock, MD 


€ A case of toxoplasmosis occurred 
simultaneously with dermatomyositis in a 
12-year-old boy. The patient was treated 
with sulfadiazine and pyrimethamine; 
within two weeks after initiating therapy, 
dramatic clinical improvement was noted. 
Several previous cases of toxoplasmosis 
occurring in association with polymyositis 
have been described in the literature. A 
serologic investigation for Toxoplasma 
infection might prove to be of value in 
establishing the cause of dermatomyosi- 
tis and polymyositis. Moreover, in se- 
lected cases of dermatomyositis or poly- 
myositis, treatment with sulfadiazine, pyri- 
methamine, and folinic acid may be a 
valuable alternative to the use of steroids 
and immunosuppressive agents. 

(Arch Dermatol 115:736-737, 1979) 


ermatomyositis and acute symp- 

tomatie Toxoplasma infections 

are both relatively uncommon. These 

two ‘diseases occurred simultaneously 

in one patient. The association of 

these two diseases may prove to be 
etiologically related. 


REPORT OF A CASE 
Clinical Findings 


A 12-year-old boy was admitted to the 
hospital in December 1977 with multiple 
complaints that included a seven-week 
history of malaise; myalgias; headaches; 
sore throat; “generalized erythematous 
maculopapular rash”; nausea; vomiting; 
abdominal pains; and daily temperature 
spikes of 39.5 to 40 °C. The patient said he 
frequently ate raw meat. His medical 
history was noncontributory, and he had no 
known allergies and was not taking any 


~ medications preceding his hospitalization. 


Accepted for publication Dec 5, 1978. 

From the Department of Dermatology, Hahne- 
mann Medieal College and Hospital, Philadel- 
phia. 

Reprint requests to Department of Dermatolo- 
gy, Hahnemann Medical College and Hospital, 
230 N Broad St, Philadelphia, PA 19102 (Dr 
Pollock). 


736 Arch Dermatol—Vol 115, June 1979 








Physical examination on admission 
showed a well-developed 12-year-old boy 
who appeared to be in a toxic condition. 
The vital signs were temperature, 39.9 °C; 
pulse rate, 136 beats per minute; respirato- 
ry rate, 26/min; blood pressure, 110/60 mm 
Hg. Examination of the throat disclosed 
diffuse erythema, but no exudate was 
noted. The neck was supple, with a right 
posterior cervical node measuring 2 x 2 
em. Cardiac examination demonstrated a 
grade 1/6 systolie ejection murmur at the 
left sternal border. The lungs were clear to 
auscultation and percussion. Examination 
of the abdomen indicated generalized 
tenderness without rebound tenderness. A 
spleen tip was palpated at the left costal 
margin. There were no abnormal neuro- 
logic findings at the time of admission, and 
muscle strength was reportedly normal on 
admission. The skin showed violaceous 
heliotrope rash periorbitally (Figure) with 
dusky erythematous scaling patches on the 
elbows, knees, and medial malleoli. Also 
appreciated were  Gottron's papules— 
hyperkeratotic papules overlying the prox- 
imal interphalangeal joints of both hands. 


Laboratory Data 


Hemoglobin level was 14.4 g/mL; hema- 
tocrit value, 48%; and WBC count, 5,000/cu 
mm, with 58% segmented cells, 21% band 
forms, 9% lymphocytes, 3% atypical lym- 
phocytes, and 9% monocytes. The platelet 
count was 108,000/cu mm. Repeat periph- 
eral smears disclosed as many as 12% atypi- 
cal lymphocytes. Toxoplasmosis titers were 





Violaceous heliotrope rash. 


, 


Appearing to Be Dermatomyositis 


assayed seven weeks into the course of the 
illness by the Center for Disease Control, 
Atlanta, which disclosed an indirect he- 
magglutination (IH A) titer of 1:4,096; an 
indirect fluorescent antibody titer (IF A) of 
1:1,024, and an IgM indirect fluorescent 
antibody titer was reported to be positive, 
reflecting recently acquired disease. All 
three assays were repeated for confirma- 
tion of accuracy, and consistency was noted 
in the tests. The ESR (Westergren) was 
110 mm/hr, and the alkaline phosphatase 
level was elevated at 180 mU/mL. 

The serum lactic dehydrogenase (LDH) 
level was greater than 600 IU/dL, the 
elevation due primarily to isozymes from 
skeletal muscle, and the SGOT concentra- 
tion was greater than 300 units/mL. Assay 
of antibodies to EB virus showed evidence 
of past infection. A serum protein electro- 
phoresis showed normal findings aside 
from a mild decrease in the albumin frac- 
tion. Serum immunoelectrophoresis dem- 
onstrated slightly elevated IgM and IgG 
levels, with a normal IgA level. A 24-hour 
urine collection for creatine yielded a value 
of 968 mg per total volume (approximately 
twice normal). A liver-spleen scan showed 
hepatosplenomegaly. The following deter- 
minations all yielded normal or negative 
results: prothrombin time, partial throm- 
boplastin time, lupus erythematosus prepa- 
ration, antinuclear antibody, C3, C4, total 
hemolytie complement, HBsAg, upper gas- 
trointestinal series, chest x-ray film, total- 
body gallium sean, and liver biopsy. 


Hospital Course 


For the first two weeks during hospitali- 
zation, the patient manifested daily tem- 
perature spikes of 39.5 to 40 ?C, acute 
episodes of abdominal pain, nausea, vomit- 
ing, and considerable proximal muscle 
weakness (iliopsoas 34-/54 and deltoids 
3+/5+, bilaterally). For several days the 
patient was delirious. A sample of CSF was 
obtained for analysis and demonstrated a 
mild lymphocytosis with a toxoplasmosis 
titer of 1:64 (IHA) that was later reported 
to be 1:16 (IHA). The CSF was otherwise 
unremarkable, and cultures for bacteria, 
fungi, and acid-fast bacilli were all nega- 
tive. Upon receipt of the toxoplasmosis 
titers from the Center for Disease Control 
two weeks into the patient's hospitaliza- 
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tion, daily drug therapy was begun with 
sulfadiazine, 8 g; pyrimethamine, 25 mg; 
and folinie acid, 4 mg. However, pancyto- 
penia developed in the patient over the 
next 14 days. A bone marrow biopsy was 
performed, which disclosed toxic changes: 
moderate megaloblastic changes with se- 
vere dyserythropoiesis and obvious disor- 
ganized maturation of the myeloid and 
erythroid series. Sulfadiazine was discon- 
tinued after seven days; pyrimethamine 
was discontinued after 13 days. Within one 
week after pyrimethamine had been 
stopped, all of the patient’s symptoms 
improved dramatically. The patient’s rash 
disappeared, as did the myalgias, fever, 
nausea, vomiting, and proximal myopathy. 
The patient’s LDH, SGOT, and alkaline 
phosphatase concentrations and platelet 
count all began to revert to normal. 


COMMENT 


Toxoplasmosis is a parasitic infec- 
tion caused by Toxoplasma gondii, a 
common parasite of mammals and 
birds, infecting more than one third 
of the human subjects in most areas of 
the world.’ Infection is usually sub- 
clinical but may give rise to protean 
manifestations in neonates, otherwise 
healthy children, and adults and 
persons with altered immunity. Most 
Toxoplasma infections are acquired 
after birth. 

Clinically, Toxoplasma infections 
may be difficult to differentiate from 
a number of infectious and neoplastic 
disorders, especially infectious mono- 
nucleosis or lymphomas. The most 
common clinical manifestation is lym- 
phadenopathy, usually cervical and 
often posterior cervical in location.” 
Lymphadenopathy may be noted in 
90% of the patients with serologic 
evidence of acute Toxoplasma infec- 
tion. Fatigue, malaise, sore throat, 
fever, and headache are common 
symptoms.'? Splenomegaly, hepato- 
megaly, rash, and pharyngitis are 
each seen in less than one third of the 
patients.” Hepatitis, myocarditis,* pe- 
riearditis' pneumonitis; and en- 
cephalitis* may also occur. The periph- 
eral smear may also demonstrate 
atypical lymphocytes suggestive of 
mononucelosis or another viral syn- 
drome. 

Transmission of the infection oc- 
curs by the ingestion of inadequately 
cooked meat or of food or water 
contaminated with cat feces. In the 
United States, poorly cooked meat is 
probably the most common source of 
infection. Cooking meat at 56 °C for 
ten to 20 minutes can inactivate any 
cysts of Toxoplasma that may be 
found in meat.*:"° 

The therapeutic agents usually em- 
ployed to treat acute Toxoplasma 
infections are pyrimethamine and 
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sulfadiazine; it is important to add 
folinie acid in an attempt to prevent 
hematologic complications from the 
antifolate action of pyrimethamine. 

Previous cases have been reported 
of either toxoplasmosis seen as poly- 
myositis or of serologic evidence of 
the disease among patients with poly- 
myositis." ° To my knowledge, no 
previous cases have been reported of 
toxoplasmosis appearing to be derma- 
tomyositis. Moreover, most of the 
previous reports have described this 
association in adults rather than in 
children. 

The serologic evidence for toxoplas- 
mosis in this case includes IHA titer 
of 1:4,096, IFA titer of 1:1,024, and 
positive results of an IgM indirect 
fluorescent antibody test. Indirect 
hemagglutination or IFA titers of 
1:256 are said to be meaningful—up to 
10% of healthy individuals may have 
titers as high as this value.” High 
antibody titers strongly suggest re- 
cent infection with T gondii. Antibod- 
ies of the magnitude of 1:4,096 would 
occur in less than 1% of healthy indi- 
viduals." Moreover, IgM antibodies 
were detected. This usually speaks for 
a recently acquired infection. The IgM 
antibodies appear in the first week of 
infection and commonly peak within a 
month and revert to normal rather 
quickly within several months." 

Further evidence for Toxoplasma 
infection in this case included (1) raw 
meat ingestion, (2) lymphadenopathy, 
(3) fever, (4) sore throat, (5) head- 
aches, (6) atypical lymphocytes in the 
peripheral smear, (7) hepatospleno- 
megaly, and (8) response to pharmaco- 
logic treatment for toxoplasmosis. 
The mention of the rash originally 
described as a “generalized erythema- 
tous maculopapular rash” is still in 
keeping with toxoplasmosis. Feld- 
man” has noted that a diffuse maculo- 
papular rash appears almost coinci- 
dent with the onset of symptoms. The 
rash is usually nonpruritic and tends 
to spare the palms, soles, and scalp. 
The rash is usually short-lived and 
disappears within several days to 
several weeks. 

The evidence for dermatomyositis 
in this case includes (1) a classic helio- 
trope rash, (2) Gottron's papules, (3) 
proximal muscle weakness, (4) ele- 
vated muscle enzyme levels, (5) myal- 
gias, (6) abdominal pains, which are 
common in childhood dermatomyositis 
secondary to a vasculitis in the 
gastrointestinal tract, and (7) creati- 
nuria. 

The coexistence of toxoplasmosis 
and dermatomyositis appears to go 
beyond coincidence. At least two 


explanations seem possible: (1) T 
gondii may play an etiologic role in 
patients with dermatomyositis; (2) 
patients with dermatomyositis are 
more susceptible to Toxoplasma infec- 
tions. 

To help establish this association, it 


is recommended that patients with | f 


either dermatomyositis or polymyosi- 


tis be serologically studied for evi- — 
dence of Toxoplasma infection. Fur- — 


thermore, therapy with sulfadiazine, 


and pyrimethamine in selected cases, | 
could be a valuable alternative to - 
steroids and immunosuppressives in — 


treating patients with either derma- 
tomyositis or polymyositis. Other au- 
thors are encouraged to report their 
findings on this intriguing associa- 
tion. 
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- Mycobacterium chelonei 


Kenneth E. Greer, MD; Gary P. Gross, MD; Stephen H. Martensen, MD 


e Extensive cutaneous lesions that 
simulated sporotrichosis developed in a 
patient. Mycobacterium chelonei, a facul- 
tative pathogen that exists as a sapro- 


=~ phyte in the environment and rarely 


produces clinical disease in humans, 
grew from culture of biopsy material. 


_ There was no evidence of visceral involve- 


ment, and the lesions healed sponta- 


= neously within six months. 


(Arch Dermatol 115:738-739, 1979) 


ycobacterium chelonei is a rapid- 
growing group 4 atypical Myco- 
bacterium. Although at times it is 
difficult to isolate, it is ubiquitous in 
nature and usually is harmless. In 
humans, M chelonei has been the cause 
of cutaneous,’ pulmonary, heart, 
bone, and disseminated infections.’ 
Cutaneous lesions, which occur pri- 
marily as abscesses, usually result 
from trauma, such as with injections, 
following surgery, or after accidental 
injury.’ Mycobacterium chelonei cuta- 
neous infection without a history of 
preceding trauma developed in the 
patient described herein, and the 
lesions occurred in an ascending 
fashion typical of a sporotrichoid 
pattern. This clinical pattern has been 
described previously for non-group 4 
atypical mycobacteria (M kansasii 
and M marinum’). 


REPORT OF A CASE 


A 76-year-old woman was referred to the 
University of Virginia Medical Center in 
January 1978, for evaluation and treat- 
ment of presumed M fortuitum skin infec- 
tion of three months' duration. In October 
1977, three weeks following surgery to the 
right hip, a pustule developed on her left 
great toe. Subsequently, multiple cuta- 
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neous lesions developed on her left leg in 
an ascending pattern up to the knee. The 
lesions began as small, tender, erythema- 
tous papules, many of which would sponta- 
neously discharge purulent material as 
they enlarged to 1 to 2 em in diameter. 
Over the next two months, a few scattered 
lesions developed on her left elbow and 
right wrist. Culture of two lesions was 
reported as being positive for M fortuitum 
and she was treated orally with doxycy- 
cline, 100 mg twice daily for one week, 
without obvious benefit. The drug was 
discontinued due to nausea and vomiting, 
and she was transferred to the University 
of Virginia Hospital. Other than the recent 
fracture of her right hip and mild conges- 
tive heart failure controlled with digitalis 
and intermittent diuretics, the patient has 
been in good health. She had no known 
history of injury to her left foot or leg. 

Physical examination on admission 
showed an afebrile, normally developed 
woman with abnormalities limited to the 
lungs and skin. There were multiple, 
tender, erythematous nodules and crusted 
lesions on the left leg below the midthigh, 
primarily on the extensor surface (Fig 1 
and 2). There were a few small erythema- 
tous papules and pustules on the left elbow 
and right wrist (Fig 3). There was no 
enlargement of the left popliteal or ingui- 
nal lymph nodes. Examination of the chest 
disclosed dullness to percussion and rales at 
the left base. 

Laboratory investigations yielded the 
following values: hematocrit, 36%; leuko- 
cyte count, 7,800/cu mm, with 81% neutro- 
phils, 15% lymphocytes, and 4% mononu- 
clear cells; ESR (Westergren), 54 mm/hr; 
BUN, 27 mg/dL; total protein, 5.0 g/dL 
with albumin 2.4 g/dL; and normal urinaly- 
sis results and serum cortisol levels. A 
5-tuberculin unit PPD skin test gave nega- 
tive results. 

Roentgenogram of the left leg was 
normal with the exception of calcification 
in the arteries. Roentgenogram of the 
chest showed a left pleural effusion. 

Cultures of exudate from skin lesions on 
the left leg, right wrist, and left elbow 
were positive for M chelonei (subspecies 
abscessus). The organism was identified by 
its rapid growth (seven days) on Lowen- 
stein-Jensen medium at room tempera- 
ture, and by being nonpigmented, cata- 
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lase-, arylsulfatase-, urease-, and 5% 
sodium-chloride-positive, yet negative for 
niacin, polysorbate 80 hydrolysis, and 
nitrate reduction. Cultures of urine, blood, 
and pleural fluid (which was a transudate) 
were negative for this organism. 

Biopsy specimens from two skin lesions 
demonstrated focal acute and chronic 
inflammation in the dermis and subcuta- 
neous tissue without granuloma formation 
or caseation necrosis. Acid-fast organisms 
compatible with atypical mycobacteria 
were identified by Fite’s stain in both 
biopsy specimens. 

The patient’s hospital course was un- 
eventful. The pleural effusion cleared 
following diagnostic and therapeutic tho- 
racentesis, digitalization, and diuretic 
therapy. One new skin lesion developed on 
the right leg while the patient was in the 
hospital, but she never showed evidence of 
visceral involvement. Due to reports of 
antibiotic resistance as well as reports of 
frequent spotaneous healing of skin infec- 
tions with M chelonei, the patient was 
discharged to a nursing home. Her only 
therapy was topical applications of silver 
nitrate solution (1:1,000) compresses to the 
discharging lesions on the left leg, but not 
to the lesions on her arms. 

By the time the drug sensitivities were 
available six weeks after her discharge 
from the hospital, substantial healing was 
apparent in all of her skin lesions. 
Complete healing was evident by April 
1978, approximately six months after the 
infection first developed. Drug sensitivi- 
ties did show that the organism was resist- 
ant to isoniazid (at 0.2 and 2.0 ug/mL), 
streptomycin, viomycin, ethambutol, 
p-aminosalicylic acid, cycloserine, rifam- 
pin, and only sensitive to high concentra- 
tions of isoniazid (5 ng/mL) and amithio- 
zone (10 wg /mL). 


COMMENT 


Mycobacterium chelonei (synonyms: 
abscessus, borstelense, runyonii, and 
friedmanii) is classified in Runyon's 
group 4 atypical mycobacteria along 
with M fortuitum, M phlei, M smeg- 
matis, and M vacal.* However, only M 
chelonei and M fortuitum appear to be 
pathogenic for man. Until recently, 
these two organisms were grouped 


Sporotrichoid Cutaneous Infection—Greer et al 





“ms ita 


Fig 1.—Cutaneous sporotrichoid pattern 
with crusted lesions on dorsum of foot and 
nodules and abscesses extending up left 


leg. 


together as the "M fortuitum-chelonei 
complex." This was convenient be- 
cause both organisms may produce 
cutaneous and extracutaneous dis- 
ease, both are nonpigmented and 
grow rapidly at room temperature on 
Lowenstein-Jensen medium, both 
generally show resistance to antitu- 
berculous and other antibiotics, and 
infections with both organisms show a 
tendency toward spontaneous healing. 
However, there are important differ- 
ences bacteriologically and clinically. 
Bacteriologically, both organisms are 
arylsulfatase-positive and this is one 
key test in differentiating group 4 
organisms from the other atypical 
mycobacteria. However, M chelonei 
does not produce nitrate reductase, 
whereas M fortuitum produces vigor- 
ous nitrate reductase, and this is the 
major bacteriological difference that 
allows specific identifieation of each 
of these organisms." 

Clinically, both M chelonei and M 
fortuitum may produce chronic cuta- 
neous abscesses as well as pulmonary 
and bone infections. However, since 
both organisms were once considered 
to be part of the same complex, it is 
difficult to decide which organism has 
been the more common cause of 
disease. In addition, M chelonei has 
been subdivided into two geographical 
groups differentiable by biochemical 
tests. Mycobacterium chelonei subspe- 
cies abscessus is found in America and 
Africa and can grow in 5% sodium 
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Fig 2.—Lesions on left knee. 


chloride, whereas M chelonei subspe- 
cies chelonei is found in Europe and 
cannot grow in 5% sodium chloride.' 
The diagnosis of infections due to 
group 4 organisms is made primarily 
on the basis of culture of the organism 
on special media. There are no "typi- 
cal" signs or symptoms of M chelonei 
infections. Skin tests for this group of 
atypical mycobacteria are not widely 
available and are difficult to inter- 
pret. Histologically, one may see gran- 
uloma formation with caseation ne- 
crosis characteristic of tuberculosis, 
but frequently there are nonspecific 
inflammatory changes, typical of 
what was found in our patient. Special 
stains for acid-fast organisms may or 
may not be positive. 

There have been several reports in 
the literature concerning the suscepti- 
bility of group 4 organisms to various 
antimicrobial agents.'^ The organisms 
generally show resistance to practical 
and safe minimal inhibitory concen- 
trations of most drugs, as was evident 
in our patient. However, sensitivity 
studies should be done to both antitu- 
berculous and other antimicrobials as 
occasionally the organisms are sensi- 
tive to a broad spectrum of antibiot- 
ies." Many, but not all, infections 
caused by M chelonei will heal sponta- 
neously without the use of medica- 
tions. This has been true for cuta- 
neous, pulmonary, and even cardiac 
infections. However, there have been 
deaths in patients with disseminated 
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Fig 3.—Solitary pustule on right wrist. 


disease, and the therapy for each 
patient must be individualized.’ Surgi- 
cal excision has been recommended 
for small isolated lesions, but this was 
not practical in our patient, who had 
extensive disease in one leg, as well as 
several scattered lesions on her other 
extremities. She had no evidence of 
visceral disease, her condition was 
never toxic, and her lesions healed 
spontaneously. She had used topical 
silver nitrate solution compresses, but 
only to the few lesions on the leg that 
were discharging purulent material. 
Her course was especially interesting 
in that her lesions developed in an 
ascending fashion typical of the sporo- 
trichoid pattern. The few small iso- 
lated lesions on the left elbow and 
right wrist could have resulted from 
dissemination of the infection from 
an undetected internal source or possi- 
bly from local traumatic autoinocula- 
tion. 
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. Topical Heat Therapy for 
. Cutaneous Chromomycosis 


Hachiro Tagami, MD; Masatoshi Ohi, MD; Tadahiro Aoshima, MD; 
Michiko Moriguchi, MD; Noriko Suzuki; Mizuho Yamada, MD 


e An aged man with a large scaly 
plaque over the left buttock was success- 
fully treated by local heat therapy using an 
electric bed-warmer with a surface tem- 
perature of 46 °C. Clinically, the lesion 
involuted completely after two months of 
treatment. This was concomitantly con- 
firmed by histopathological and mycologi- 
cal studies of biopsy specimens obtained 
from the lesion at an interval of several 
weeks. The isolated fungus strain of 
Fonsecaea pedrosoi could grow at 37 °C 
on Sabouraud’s dextrose agar, but was 
totally eradicated 24 hours after the 
culture was incubated at 46 °C. We 
consider that local heat therapy carried 
out under strict supervision is a quite 
effective treatment for chromomycosis. 
Moreover, it can be performed safely and 
without much discomfort to patients, and 
can yield satisfactory results in a relative- 
ly short time. 

(Arch Dermatol 115:740-741, 1979) 


teni of therapies have been 
used in the treatment of chro- 
momycosis, which stil remains a 
serious problem. Although amphoteri- 
cin B, thiabendazole; and flucyto- 
sine’ have been introduced as effec- 
tive chemotherapeutic agents, they 
are: not completely curative in all 
eases. Thus, surgical removal of 
lesions by deep and wide excision is 
still the most reliable therapeutic 
modality. 

Since local heat therapy was intro- 
duced for the treatment of sporotri- 
chosis by Mackinnon and Conti-Díaz,' 
it has become a quite popular therapy 
for sporotrichosis and for fish-tank 
granuloma in Japan because of its 
highly curative effect.*^ Furthermore, 
Yanase and Yamada’ recently re- 
ported a successful use of a pocket- 
warmer in a case of chromomycosis 
with a verrucous plaque on the exten- 
sor surface of the right forearm. 
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We report a case of chromomycosis 
with an extensive lesion over the left 
buttock that was successfully treated 
by local heat therapy within a rela- 
tively short time. Because of the large 
size of the lesion and heat resistance 
of the isolated fungus strain, an elec- 
tric bed-warmer was required instead 
of a pocket-warmer (Fig 1). 


REPORT OF A CASE 


An 80-year-old man first noted an occa- 
sionally pruritie, reddish, coin-sized patch 
on his left buttock ten years previously. 
Since then it had progressively increased in 
size. According to his family, the lesion 
spread quite rapidly when he suffered 
from pleurisy two years earlier. 

On examination, there was an oval 
pigmented plaque, measuring 12 x 9 cm, 
over the left buttock. The lesion was annu- 
lar; there was a central pigmented area and 
the margin was scaling, edematous, and 
erythematous (Fig 2). 

The results of the following laboratory 
studies were all within normal limits; blood 
counts, urinalysis, ESR, serum electropho- 
resis, serum immunoglobulins, liver func- 
tion tests, serum electrolytes, and serologi- 
cal tests for syphilis. An x-ray film of the 
chest showed fibrosclerotic lesions in the 
right lung compatible with healed tubercu- 
losis. No fungal elements could be seen on 
direct mieroseopy of potassium hydroxide 
mounts of the scales. However, biopsy 
specimens obtained on two occasions and 
cultured on Sabouraud's dextrose agar at 
27 °C showed colonies of Fonsecaea ped ros- 
oi in one week. 

Delayed skin test reaction to PPD was 
positive (19 x 20 mm), but the patient 
could not be successfully sensitized to topi- 
eal application of 2*6 dinitrochlorobenzene 
in acetone. 





Fig 1.—Benzene pocket-warmer (left) and 
electric bed-warmer (right). 
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Treatment Schedule 


Because of his advanced age and the 
extent of the lesion, surgical excision was, 
not recommended. Therefore, after admis- 
sion to the hospital he was confined to bed 
with an electric bed-warmer that measured 
26 x 19 em. The patient's left buttock was 
positioned on the warmer for at least 19 
hours a day, and the surface temperature 
of the warmer was maintained at 46 °C. He 
was allowed to leave bed for two hours in 
the morning, 30 minutes at noon, and two 
hours in the evening. Biopsy was per- 
formed after an interval of several weeks 
for histopathological as well as mycological 
studies. 


Clinical Progress 


After three weeks of treatment, it 
became apparent that the lesion was flat- 
ter and less erythematous. After four 
weeks, no induration was palpable. Five 
weeks after initiation of treatment, culture 
of a biopsy specimen no longer yielded 
fungal growth. The lesion regressed com- 
pletely after two months of treatment. 
However, because of the notorious tenden- 
cy for this infection to relapse, heat thera- 
py was continued for another month. 
Repeat cultures of biopsy specimens 
obtained ten and 15 weeks after initiation 
of treatment failed to show fungal growth. 
Clinieally, only diffuse pigmentation re- 
mained (Fig 3). 


HISTOPATHOLOGIC FEATURES 


The biopsy specimen obtained from 
the scaly erythematous edematous 
plaque before treatment revealed the 
typical features of chromomycosis; 





Fig 2.—Clinical appearance before treat- 
ment. 





Fig 3.—Clinical appearance after treat- 
ment. 
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Fig 4.—Histological picture before treat- 
ment. Note irregular hyperplasia of epider- 
mis with intraepidermal microabscess 
containing spore (arrow) and dense mixed 
cell granulomatous infiltration in dermis 
associated with tuberculoid structures in 
dermis (hematoxylin-eosin, original magni- 
fication x 35). 


there was irregular hyperplasia of the 
epidermis with intraepidermal mi- 
croabscesses, and dense mixed cell 
granulomatous infiltration in the up- 
per and mid-dermis consisting of 
lymphocytes, histiocytes, plasma cells, 
and foreign body giant cells (Fig 4). In 
addition, the mid-dermis showed scat- 
tered tubereuloid structures composed 
of epithelioid cells and giant cells, 
occasionally associated with spores. 

After five weeks of treatment, 
when culture of the biopsy specimen 
failed to yield fungal growth, slight 
epidermal hyperplasia, moderate 
granulomatous infiltration, disorga- 
nized tuberculoid structures, and a 
few ill-stained spores still remained. 

After ten weeks, the epidermis 
looked normal and there was a moder- 
ate lymphohistiocytie infiltration in 
the upper dermis. After 15 weeks, 
there was no trace of inflammation in 
the epidermis or dermis, but there was 
diffuse fibrosis (Fig 5). 


EFFECT OF TEMPERATURE 
ON GROWTH OF FUNGUS 


The isolated strain of F pedrosoi 
was found to grow rapidly at 27 °C 
and moderately at 37 °C, but no 
growth occurred at 46 °C (the surface 
temperature at which the bed-warmer 
was maintained) (Fig 6). We also 
found that 24-hour incubation at 46 °C 
killed established colonies. 
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Fig 5.—Histological feature after ten weeks 
of treatment. Complete regression of gran- 
ulomatous changes (hematoxylin-eosin, 
original magnification x 35). 
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Fig 6.—Effect of temperature on growth of 
fungus. 


COMMENT 


Our findings showed that a definite 
cure can be obtained even in a wide- 
spread lesion of chromomycosis with 
strictly performed local heat therapy 
applied during a relatively short 
time. 

The fungus strain isolated from our 
case could grow at body temperature 
(37 °C) (Fig 6). However, it was totally 
eradicated overnight at 46 °C. Soh* 
made an observation that after appli- 
cation of a pocket-warmer, the tissue 
temperature at the depth of 2.5 cm 
rose to 41.7 °C, while that at the skin 
surface reached 43.5 °C. Therefore, we 
can presume that a fungicidal temper- 
ature was attained in our case, since 
the lesion did not appear to exceed 1 
em in thickness. In addition to the 
fungicidal effect, the possibility that 
the increased local circulation induced 
by heat facilitated ingress of macro- 
phages and phagocytosis cannot be 
ignored. 

In 1958, Silva’ suggested the use of 
local heat as a therapeutic measure for 





chromomycosis as a result of her work 
on the effect of temperature on the 


growth and morphologie features of 


the saprophytic phase of the fungus. 
There have been several trials in 
Japan using a variety of methods such 
as soaking of the affected limbs in a 


hot bath, moxibustion (heating or 


cauterization of skin produced by 
burning a tuft of soft combustible 
material on the skin surface), and 
applieation of a pocket-warmer; at 
least temporary beneficial effects 
have been demonstrated. The first 
successful result was obtained by 
Yanase and Yamada,’ who carried out 
persistent applications of a pocket- 
warmer to a verrucous plaque on the 
left forearm of a farmer. 

So far none of the therapeutic 
attempts for chromomycosis have 
been completely satisfactory, except 


for wide and deep excision of the 


lesions. However, this approach can- 
not always be used. By contrast, local 
heat therapy can be performed readi- 
ly, safely, and successfully, using a 
pocket-warmer for a small lesion or an 
electrical bed-warmer for a large one. 
Of course, other devices can be used 
instead, as long as persistent heat 
application is maintained. Discomfort 
to patients is very slight, except for 
those cases requiring confinement to 
bed. 


Drs Shohei Watanabe, MD, and Takeji Nishi- 
kawa, MD, provided advice on mycological prob- 
lems. 


Nonproprietary Names and 
Trademarks of Drugs 


Amphotericin B—Fungizone. 
Flucytosine—A ncobon. 
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k Erythema Multiforme and Urticaria 


Eruptions Induced by Chemically Related Ophthalmic Anticholinergic Agents 


MAJ Marshall A. Guill, MC, USA; LTC Detlef K. Goette, MC, USA; MAJ Christopher G. Knight, MC, USA; 


è Erythema multiforme developed in an 
80-year-old man following the use of 
scopolamine hydrobromide ophthalmic 
drops. The erythema multiforme cleared 
when the medication was discontinued 
and recurred on challenge. Later, he was 
given tropicamide, an anticholinergic 
ophthalmic preparation that, like scopol- 
amine, has a tropic acid residue. Within 
15 minutes an immediate hypersensitivity 
reaction with generalized urticaria devel- 
oped in the patient. 

Arch Dermatol 115:742-743, 1979 


ecurrence of drug-induced erup- 

tions after oral or parenteral 
administration of medications is a 
common problem in medicine. Howev- 
er, generalized eruptions caused by 
preparations applied to mucous mem- 
branes are unusual. We report a case 
of erythema multiforme and urticaria 
secondary to ophthalmic application 
of anticholinergic medications that 
have a common chemical residue. 
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REPORT OF A CASE 


An 80-year-old man had a severe chronic 
uveitis for seven months and was initially 
treated by an ophthalmologist with oral 
doses of prednisone, and topical applica- 
tions of 1% prednisolone acetate ophthal- 
mic solution and 0.25% scopolamine hydro- 
bromide ophthalmic solution. As his uveitis 
resolved, the oral prednisone doses were 
tapered and stopped, but he continued to 
use scopolamine and prednisolone ophthal- 
mic solutions four times a day. 

After using these medications for six 
months, a severely pruritic, nummular, 
erythematous eruption developed on the 
patient's thighs and trunk. As the lesions 
evolved, they assumed a target-like ap- 
pearance, suggesting erythema multi- 
forme. The patient was treated topically 
with 0.1% triamcinolone acetonide cream 
and 25 mg of hydroxyzine hydrochloride 
for itching. 

The ophthalmic scopolamine solution 
was discontinued, but the patient contin- 
ued to use the prednisolone. Over the ensu- 
ing 48 hours, the patient experienced a 
sharp decrease in pruritus and erythema, 
and seven days later his eruption had 
cleared. Patch testing to 0.25% scopolamine 
hydrobromide yielded negative results. On 
the advice of an anesthesiologist, we 
refrained from intracutaneous testing 
with scopolamine because of the potential- 
ly serious side effects. To ascertain if 
scopolamine was the causal agent of the 
eruption, the patient was challenged with 
the ophthalmic scopolamine preparation. 
After two weeks of use twice daily, the 
patient again experienced the same prurit- 
ic, erythematous eruption that quickly re- 
solved after discontinuation of the drug. 

A biopsy specimen of a typical lesion 
stained with hematoxylin-eosin showed 
focal spongiosis in the epidermis, mild 


acanthosis, and exocytosis of inflammatory 
cells. The upper dermis showed a band-like, 
inflammatory infiltrate especially dense 
about the vessels. The infiltrate was 
composed of round cells, mostly lympho- 
cytes and histiocytes; eosinophils were 
prominent. Focally, nuclear dust from 
disintegrating polymorphonuclear leuko- 
cytes was evident despite absence of other 
changes suggestive of leukocytoclastic an- 
giitis. Vessels appeared edematous with 
swollen endothelial cells. These changes 
were consistent with the dermal type of 
erythema multiforme. 

Direct immunofluorescence studies of 
the biopsy specimen gave negative results 
for IgG, IgM, complement, and fibrino- 
gen. 

During a subsequent flare of his uveitis, 
1.0% tropicamide ophthalmic solution was 
used to control his symptoms. This 
mydriatic is an anticholinergic agent simi- 
lar in action to scopolamine. Within 15 
minutes after instillation of the drops, the 
patient experienced a generalized urticar- 
ial reaction that required several days of 
antihistamine therapy. Wheezing or other 
symptoms of anaphylaxis did not develop. 

It was of interest that at no time during 
either the episode of erythema multiforme 
or generalized urticaria did signs or symp- 
toms develop in or around the patient’s 
eyes, although the intraocular changes of 
chronic uveitis persisted. 


COMMENT 


Scopolamine and tropicamide, like 
atropine sulfate and homatropine, are 
anticholinergic drugs. These drugs are 
used widely in ophthalmology to 
produce mydriasis and cycloplegia. 
Serious side effects, usually limited to 
the CNS, have been reported with the 
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Structure of scopolamine and tropicamide with common tropic acid residue. 


oral and ophthalmic use of scopol- 
amine.'^ Elderly persons and children 
seem especially susceptible to these 
adverse reactions. Serious or fatal 
complications have been reported fol- 
lowing the ophthalmie use of at- 
ropine.** Anticholinergic drugs are 
known occasionally to produce hyper- 
sensitivity reactions, particularly der- 
matoses that may progress to exfolia- 
tion? Bednarek et al* described a 
patient with Frey's syndrome in 
whom a rash developed at the site of 
application of a 8% scopolamine 
cream. To our knowledge, there are no 
reports in the literature of tropic- 
amide allergy or cross-reactivity in 
scopolamine-sensitive patients. A rep- 
resentative of the manufacturers of 
tropicamide informed us that he was 
unaware of previous cases of allergic 
reactions associated with its use, nor 
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1958. 
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was he aware of any cross-reactivity 


with scopolamine (oral communica- 
tion, Gary Smith, MD, Alcon Labora- 
tories Ine, May 1978). Cases of scopol- 
amine-induced erythema multiforme 
also had not occurred (written commu- 
nication, Dora Moody, manager, Con- 
sumer Affairs, -Aleon Laboratories 
Inc, February 1978). 

Examination of the chemical struc- 
tures of scopolamine and tropicamide 
discloses a tropic acid residue that is 
common to both drugs (Figure). It 
seems likely that the cross-reactivity 
in these preparations can be ascribed 
to this common residue. Another 
compound included in the ophthalmic 
preparations that was considered a 
possible allergen was benzalkonium 
chloride, but this compound was ruled 
out because it is also present in the 
prednisolone acetate that the patient 
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continued to use after stopping the 
scopolamine. 

Cases of generalized dermatitis 
from other ophthalmic preparations 
include those described by Rubin’ and 
Gottschalk and Stone’ of patients with 
Stevens-Johnson syndrome who used 
sulfonamide-containing eye drops. 
Most authors believe not only that a 
small amount of medication is ab- 
sorbed directly through the conjuncti- 
va, but also that drugs drain through 
the tear ducts to the nasal mucosa and 
hence to the gastrointestinal tract 
where they are readily absorbed.‘ 
Regardless of the route, sufficient 
ophthalmic preparation can be ab- 
sorbed both to sensitize a patient and 
to evoke a generalized dermatitis. 
During the time he was under our 
care, our patient became progressive- 
ly more sensitive to anticholinergic 
drugs as manifested by an ever- 
decreasing exposure time required to 
elicit an allergic reaction. This sensi- 
tivity culminated in a generalized 
urticaria that occurred within 15 
minutes after exposure to tropic- 
amide. It is probable that further 
exposure would result in an anaphy- 
lactoid reaction. 

Generalized dermatitis due to both 
delayed and immediate hypersensitiv- 
ity caused by mucous membrane 
preparations may occur more fre- 
quently than generally realized. 
Therefore, it is important to include 
ophthalmic drugs in the evaluation of 
conditions of patients with a drug- 
induced eruption. 


Nonproprietary Name and : 
Trademark of Drug 


Tropicamide—Mydriacyl. 
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Sungnack Lee, MD, Joong-Gie Kim, MD 


è This is, to our knowledge, the second 
report of eruptive vellus hair cysts. The 
lesions, which occurred in an 18-year-old 
woman, consisted of 35 to 40 brownish- 
black, 1- to 4-mm papules on the anterior 
aspect of the chest. Histologically, the 
lesions consisted of small cysts in the 
middle dermis that contained laminated 
and amorphous keratinous material and 
vellus hairs. The cyst wall consisted of 
several layers of squamous epithelium 
with a rudimentary follicle attached to its 
outer aspect. The lesions regressed spon- 
taneously after ten months. The patho- 
genesis is obscure but the condition 
appears to be a new distinctive entity. 

(Arch Dermatol 115:744-746, 1979) 


n 1977, Esterly et al' described a 
distinctive cutaneous entity, 
which apparently had not been pre- 
viously reported, for which they 
proposed the name “eruptive vellus 
hair cysts.” They reported four cases, 
all in children from 4 to 9 years of age, 
of a persistent asymptomatic and 
characteristic papular eruption involv- 
ing the chest, and also the extremities 
in two cases. The histologic findings 
of each lesion were distinctive, con- 
sisting of a small cyst in the midco- 
rium that contained laminated kerati- 
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Eruptive Vellus Hair Cyst 


Clinical and Histologic Findings 


nous material and vellus hairs. In one 
child the eruption involuted sponta- 
neously after 14 months. We report 
the clinical and pathologic findings of 
eruptive vellus hair cysts in a recently 
encountered patient. 


REPORT OF A CASE 


In October 1976, an 18-year-old woman 
was seen with a persistent asymptomatic 
eruption on the anterior aspect of the 
chest, of six months’ duration. There was 
no history of antecedent local trauma, irri- 
tation, or topical therapy. The family histo- 
ry showed no similar disorder. 

Examination showed an eruption on the 
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anterior aspect of the chest that consisted 
of 35 to 40 papules that were irregularly 
scattered about the xiphoid process (Fig 1). 
Individual lesions were brownish-black, 
soft, l- to 4-mm follicular papules with 
smooth or crusted surfaces. A few of the 
lesions appeared to have been recently 
irritated and were covered with a crust 
that could be easily removed. Kóbner's 
phenomenon was not observed. Results of 
general physieal examination and routine 
laboratory tests were within normal lim- 
its. 

After ten months the lesions had sponta- 
neously involuted with only a few residual 
light blue 1- to 22mm macules. There has 
been no recurrence to this time. 





Fig 1.—Multiple brownish-black papules on anterior aspect of chest. Some are crusted 
due to recent irritation. 
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After the report by Esterly et al, multi- 
ple biopsy sections of a papule that were 
taken at the patient's initial visit and 
stained with hematoxylin-eosin were re- 
viewed (Fig 2). The sections showed a small 
cystic structure at the midcorium. The cyst 
contained amorphous and laminated eosin- 
ophilic keratinous material and vellus hairs 
that were sectioned transversely or obli- 
quely. The cyst wall consisted of six to 15 
layers of squamous epithelium. Kerato- 
hyalin granules and desmosomal structures 
were evident. 

Two rudimentary telogen hair follicles 
were present in close proximity to the cyst 
in serial sections; one of them was found to 
be attached to the outer cyst wall (Fig 2). 
In addition, fragments of vellus hairs were 
present within follicle-like invaginations of 
the inner cyst wall, suggesting that rather 
than penetrating the cyst wall, luminal 
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Fig 2.—Hair cyst in middle dermis containing amorphous material 
and vellus hairs cut transversely and obliquely. There are two telogen 
hair follicles; one is attached to cyst wall (hematoxylin-eosin, original 


magnification x 24). 





hairs were emerging from follicles within 
it (Fig 3). Serial sections did not show any 
other pilar structure, pilar muscle, or 
attachment of the cyst to the overlying 
epidermis. Few lymphocytes were present 
around dermal vessels. The epidermis was 
normal. 


COMMENT 


We agree with Esterly et al' that 
eruptive vellus hair cysts represent a 
distinctive eruption. Their clinical fea- 
tures and histopathology are unusual 
and characteristic. Esterly et al 
reported the findings in four cases. 
The duration of the lesions before 
diagnosis in two of their cases was 
two and three years, respectively; the 
total duration in one of their cases was 
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more than three years before sponta- 
neous involution. In our case, the total 
duration before spontaneous involu- 
tion was 16 months. The experience 
with these few patients indicates that, 
although spontaneous involution oc- 
curs, the condition may persist for 
several years. The cases of Esterly et 
al were all in the pediatric age group, 
but our experience indicates that the 
condition may also occur in young 
adults (Table). 

The eruption appears to be typical 
in distribution with the anterior 
portion of the chest involved in all five 
cases; the flexural or medial aspects of 
the extremities were also involved in 
at least two cases. The lesions are 
typically discrete, reddish-brown or 
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Fig 3.—Vellus hair appearing to emerge from invagination 
of inner cyst wall. Serial sections did not demonstrate 
connecting follicle (hematoxylin-eosin, original magnifica- 


Comparison Between Cases of Eruptive Vellus Hair Cysts 


Esterly et al’ 


———————————————— 


Case 1 


Case 2 


Present Case 


Clinical Findings 
Age, yr 6 7 18 


Distribution of lesions 


Anterior aspect of chest, flexor 


surface of forearm, 


Duration 2 yr 

No. of lesions 20-50 
Subjective symptoms None 
Course 


Associated systemic disorder None 


Epidermis 
Lining cell 
Materials contained in cyst 


Normal 


popliteal fossa 


Spontaneous remission after 14 mo 


3-7 layers of squamous cells 
Laminated keratin and vellus hairs 


3 yr 
50 


None 
No remission 


None 


Histologic Findings 
Normal 


Anterior aspect of chest 


5-12 layers of squamous cells 
Laminated keratin and vellus hairs 


Anterior aspect of chest 


6 mo 
35-40 j 


None 


Spontaneous remission after 10 
mo 


None 


Normal 
6-15 layers of squamous cells 


Laminated and amorphous 
keratin and vellus hairs 


Hair follicles on cyst 0 1 à 2 


Invagination of inner 
cyst wall 


Dermal infiltration 


None 


Mild lymphocytic perivascular 


None 


Mild lymphocytic perivascular 


Several 


Mild lymphocytic perivascular 





Pilar muscle attachment 
to cyst wall* 


xn" 


*This finding was made by Esterly et al' in an additional case that was seen after submission of their manuscript. 
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brown-black, 1- to 4-mm soft papules, 
and may be grouped or scattered. The 
surface is smooth unless it has been 
irritated. The eruption is nonpruritic 
and it was asymptomatic in all cases. 
Involution may occur with residual 
discoloration. 

The histology is distinctive, consist- 
ing of a small cyst located in the 
midcorium with a wall that is com- 
posed of several layers of mature 
squamous cells and a cavity contain- 
ing laminated and amorphous kerati- 
nous material and fragments of vellus 
hairs. Follicle-like invaginations con- 
taining vellus hairs may be present 
within the inner cyst wall, and rudi- 
mentary follicles may be attached to 
the outer wall. 

Clinically, eruptive vellus hair cysts 
must be differentiated from acneform 
eruptions, infectious and noninfec- 
tious folliculitis, keratosis pilaris, and 
the perforating papular dermatoses, 
including reactive perforating collag- 
enosis, perforating folliculitis, Kyrle’s 
disease, and elastosis perforans serpi- 
ginosa.*-'’ As pointed out by Esterly et 
al,’ all of the latter conditions can be 


1. Esterly NB, Fretzin DF, Pinkus H: Eruptive 


vellus hair cysts. Arch Dermatol 113:500-503, 


1977. 
2. Mehregan AH, Schwartz OD, Livingood CS: 


. Reactive perforating collagenosis. Arch Derma- 


tol 96:277-282, 1967. 

3. Carter VH, Constantine VS: Kyrle’s disease: 
I, Clinical findings in five cases and review of the 
literature. Arch Dermatol 97:624-632, 1968. 

4. Constantine VS, Carter VH: Kyrle's disease: 
II. Histopathologic findings in five cases and 
review of the literature. Arch Dermatol 97:633- 


639, 1968. 


5. Mehregan AH: Elastosis perforans serpigi- 


nosa: À review of the literature and report of 11 
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readily distinguished from eruptive 
vellus hair cysts on either clinical or 
histological grounds. 

Without clinical information, an 
eruptive vellus hair cyst may be histo- 
logically mistaken for an epidermoid 
cyst, trichilemmal pilar cyst, or an 
irritated milium. The histology of 
vellus hair cysts is consistent with an 
epidermoid cyst except for the pres- 
ence of vellus hairs within the cyst 
and the attachment of a follicular 
structure to the cyst wall." Milia, like- 
wise, can be readily differentiated on 
the basis of clinical and histologic 
findings." Trichilemmal cysts do not 
eontain hair; also, the absence of a 
granular layer and desmosomal struc- 
tures in its wall, and the homogeneous 
amorphous material within its cavity, 
are differentiating features."'^ The 
absence of sebaceous elements differ- 
entiates vellus hair cysts from steato- 
cystoma multiplex. As pointed out by 
Esterly et al,’ spontaneous involution, 
as seen in one of their cases and in our 
case, would not be clinically consistent 
with dermoid cysts. In addition, 
dermoid cysts are usually solitary and 
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subcutaneous, and microscopically 
may have sebaceous and eccrine, as 
well as pilar, structures related to the 
cyst wall." 

We cannot expand further on the 
possible pathogenie mechanisms for 
the development of eruptive vellus 
hair cysts that were suggested by 
Esterly et al,’ but we favor their 
concept that the condition may reflect 
a developmental anomaly of vellus 
follicles that predisposes them to 
occlusion at the infundibular level, 
which results in deflection of hairs to 
the deeper follicle and subsequent 
cystic dilation. 

We hope that this report of an addi- 
tional case of eruptive vellus hair cysts 
will stimulate further interest in the 
entity and may eventually to elucida- 
tion of its pathogenesis. 
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Radionuclide Scanning in 


Pseudo-Kaposi’s Sarcoma 


Theodore Rosen, MD; Sandy Martin, MD; Jon K. Stern, MD 


e Sodium pertechnetate Tc 99m radio- 
nuclide scanning is considered to be a 
sensitive indicator in detecting lesions of 
Kaposi’s sarcoma, including occult infil- 
trations. This report describes a ‘“‘false- 
positive’ scan in a patient with acroan- 
giodermatitis (pseudo-Kaposi's sarco- 
ma); therefore, this technique may not be 
useful in the differential diagnosis of 
these two clinically and histologically 
similar diseases. We suggest, instead, 
that the technetium scan may be helpful in 
deciding on the course of therapy in 
acroangiodermatitis by demonstrating the 
nature of the underlying vascular anoma- 
lies. 

(Arch Dermatol 115:747-748, 1979) 


Kona sarcoma may appear as 
either an indolent, slowly pro- 


gressive, cutaneous disorder confined 
to the lower extremities or as an 
extensive skin disease with aggres- 
sive, visceral involvement.' The for- 
mer variety, that encountered most 
frequently in the United States, is 
generally amenable to local measures 
such as excision and/or radiothera- 
py. Supervoltage therapy, such as 
cobalt 60, now enables the radiothera- 
pist to administer tumoricidal doses of 
radiation to extensive areas of the 
body, thereby attempting to effect a 
"eure" rather than merely offering 
palliation.’ Thus, radionuclide scan- 
ning is used to delineate the extent of 
both clinically apparent and inappar- 
ent disease." This ensures that ade- 
quate radiation is delivered to the 
entire tumor-containing region rather 
than solely to obvious skin lesions. 

It has been stated that radioisotopic 
scanning with sodium pertechnetate 
Te 99m is both a sensitive and a 
specific procedure for the localization 
of the lesions of Kaposi's sarcoma; 
neither false-positive nor false-nega- 
tive sean results have been noted 
previously. In this communication, 
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however, we report the occurrence of a 
false-positive sodium pertechnetate 
Tc 99m scan in a patient with acroan- 
giodermatitis (pseudo-Kaposi's sarco- 
ma). This is important as the latter 
disorder may be confused with Kapo- 
sis sarcoma; however, it is not a 
neoplastic disease. 


REPORT OF A CASE 


An 18-year-old man was admitted to the 
Dermatology Service with a chief com- 
plaint of discomfort in his right leg and 
with a tentative diagnosis of Kaposi's 
sarcoma. The patient was the product of a 
normal gestation and spontaneous vaginal 
delivery. At birth, a "dime-sized" reddish- 
brown macular lesion was noted on the 
distal aspect of the right shin. During the 
eight months prior to admission, this dis- 
colored area enlarged and elevated nodules 
appeared. The patient also noticed mild, 
intermittent, peripheral edema accompa- 
nied by a burning sensation. The remain- 
der of the medical, social, and family histo- 
ry was noncontributory. 

Positive physical findings were limited 
to the lower extremities. The right limb 
was slightly larger in diameter than the 
left limb. A 5 x 8-cm reddish-brown patch 





Fig 1.—Plaque with nodules suggestive of 
Kaposi's sarcoma. 


was present over the anteromedial aspect 
of the distal portion of the right tibia (Fig 
1). Several 1 x l-em, firm, purple, mini- 
mally tender nodules were present both 
within the patch and immediately proximal 
to it. Examination of the peripheral vascu- 
lature, including Doppler testing, disclosed 
a moderately increased pulse amplitude of 
the right dorsalis pedis and right posterior 
tibial arteries when compared with corre- 
sponding vessels on the left. Neither bruits 
nor thrills were appreciated, and varicosi- 
ties were absent. 

Results of laboratory examinations, in- 
cluding a complete blood cell count, serum 
multiphasic autoanalyzer screen, lupus ery- 
thematosus cell preparation, electrolytes, 
VDRL test, rheumatoid factor, ESR, and 
urinalysis were negative or normal. Roent- 
genograms of the chest and of both lower 
extremities were unremarkable; specifical- 
ly there was no hypertrophy of long 
bones. 

Punch biopsy of lesional skin was 
obtained. Histologically, hematoxylin-eo- 
sin-stained sections showed a profuse 
number of dermal thin-walled vascular 
channels lined by plump endothelial cells 
and a prominent proliferation of dermal 
fibroblasts (Fig 2). In some areas, a vascu- 
lar slit pattern was present and foci of 


Fig 2.—Histologic section of lesion demon- 
strating vascular channels and proftfer- 
ation of dermal fibroblasts (hematoxylin- 
eosin, original magnification x 40). 


Radionuclide Scanning—Rosen et al 747 








d 
| 
å 


í 1" 
Zu 401) 20 


iat 





extravasated RBCs were noted. 

Because the clinical and histologic find- 
ings were suggestive of Kaposi's sarcoma, 
a radioisotopic scan from the umbilicus to 
the feet was obtained using a double- 
headed rectilinear scanner. Scanning was 
performed 30 minutes after intravenous 
injection of 10 mCi of sodium pertechne- 
tate Tc 99m. Multiple 1- to 2-cm areas of 
abnormal isotope retention were noted in 
the right leg (Fig 3). These "hot" spots 
matched the sites of cutaneous lesions and 
were interpreted as compatible with the 
diagnosis of Kaposi's sarcoma. 

Due to the youth of the patient and the 
history of a congenital leg lesion, however, 
the diagnosis of pseudo-Kaposi's sarcoma 
due to arteriovenous malformation was 
entertained. A percutaneous right femoral 
arteriogram was obtained; this study 
disclosed multiple small and several large 
arteriovenous fistulas. In light of this find- 
ing, the histologic specimens were reexam- 
ined and a diagnosis of acroangiodermati- 
tis (pseudo-Kaposi’s sarcoma) was con- 
firmed. 


COMMENT 


Acroangiodermatitis, or  pseudo- 
Kaposi’s sarcoma, may be associated 
with congenital arteriovenous malfor- 
mations,"'" acquired vascular fistu- 
las," and chronic venous insufficien- 
cy." Although pseudo-Kaposi's sarco- 
ma has a predilection for the first, 
second, and third toes, some lesions 
do arise on the foreleg.* Such was the 
.case in our patient. 

The clinical manifestations of 
atToangiodermatitis may closely sim- 
ulate those of Kaposi's sarcoma, and 
while vascular slits may be sparse, the 
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Fig 3.—Sodium pertechnetate Tc 99m 
scan shows multiple foci of abnormal 
isotope retention corresponding to clinical 
lesions. Arrow points to one such "hot" 
spot. 


histologic appearance also may 
strongly suggest Kaposi’s sarcoma. 
The presence of paresthesias, in- 
creased limb diameter, and/or length, 
varicosities, warmth, and dissimilar 
pulses point toward the diagnosis of 
pseudo-Kaposi’s sarcoma with un- 
derlying arteriovenous malformation. 
Another important differential point 
is the patient’s age; a patient under 30 
years of age is less likely to have 
Kaposi’s sarcoma, which is usually 
seen in later adult life.” 

Because of the potential absence of 
the aforementioned distinguishing 
features, other diagnostic maneuvers 
may be necessary to differentiate 
acroangiodermatitis from  Kaposi's 
sarcoma. Percutaneous arteriography 
can identify vascular anomalies and 
thereby establish the diagnosis in 
cases associated with congenital or 
acquired arteriovenous  malforma- 
tions. 

Previous reports have indicated 
that sodium pertechnetate Te 99m 
scanning is a safe, reliable method for 
detecting Kaposi’s sarcoma.*' Should 
scanning prove sufficiently sensitive 
and specifie, it would provide a less 
invasive and less complex diagnostic 
test than arteriography. The success- 
ful use of radioisotopes in tumor iden- 
tification and/or localization depends 
on either their selective uptake by 
tumor cells or by their capacity to 
remain within circulating blood and 
outline areas of tumor vaseularity. 
The exaet mechanism of uptake of 
sodium pertechnetate Tc 99m within 
Kaposi's sarcoma is not known, but 
probably depends on pooling blood 
protein-bound'* isotope within vascu- 
lar structures, rather than on selective 
uptake by tumor cells. A slow circula- 
tion time through the lesions of Kapo- 
si’s sarcoma"? further enhances pool- 
ing of the radionuclide within tumor- 
bearing areas. 

Acroangiodermatitis is character- 
ized by a proliferation of abnormal 
vascular components similar to that 
encountered in Kaposi’s sarcoma. 
Therefore, it is no surprise that tech- 
netium scanning is positive in acroan- 
giodermatitis as well as in Kaposi’s 
sarcoma. As a consequence, this tech- 
nique cannot be used to differentiate 
these two entities. 

It is conceivable, however, that sodi- 
um pertechnetate Te 99m scanning 
may be of value in deciding on the 


course of therapy in acroangioderma- 
titis associated with arteriovenous 
malformation. As noted by Tice afd 
associates,^ only single lesions of a 
large artery or vein are amenable to 
ligation or excisional therapy. Dif- 
fuse, multifocal, arteriovenous fistu- 
las are best treated by conservative 
measures as surgical intervention in 
such instances may only increase 
morbidity and worsen disability.'^ Ra- 
dionuclide scanning may more easily 
define the nature of suspected vascu- 
lar abnormalities, multiple small sites 
of uptake indicating a diffuse (ie, 
inoperable) lesion and a large focal 
area of uptake indicating a single, 
potentially correctable, arteriovenous 
malformation. 


Nonproprietary Name and 
Trademark of Drug 


Sodium pertechnetate Te 99m—Neipertec 
99m. 


References 


1. Reed WB, Kamath HM, Weiss L: Kaposi 
sarcoma, with emphasis on the internal manifes- 
tations. Arch Dermatol 110:115-118, 1974. 

2. Brownstein MH, Shapiro L, Skolnik P: 
Kaposi's sarcoma in community practice. Arch 
Dermatol 107:137-138, 1973. 

3. Cohen L, Palmer PES, Nickson JJ: Treat- 
ment of Kaposi’s sarcoma by radiation. Acta 
Unio Int Contra Cancrum 18:502-509, 1962. 

4. Oswald FH, Stam HC: Roentgen treatment 
of Kaposi's sarcoma. Dermatologica 136:277-280, 
1968. i 

5. Mann SG: Kaposi’s sarcoma: Experience 
with ten cases. Am J Roentgenol Radium Ther 
Nucl Med 121:793-800, 1974. 

6. Rotman M, Rogow L, Roussis K: Radioiso- 
tope scanning of Kaposi's sarcoma: A modality 
for treatment planning. Cancer 83:58-62, 1974. 

7. Krishnamurthy GT, Singhi V, Taylor R, et 
al: Radionuclide scanning in the evaluation of 
Kaposi sarcoma. Arch Intern Med 136:400-403, 
1976. 

8. Kopf AW, Gonzalez V: Congenital dysplas- 
tic angiopathy of the skin and underlying tissue. 
Arch Dermatol 90:360-362, 1964. 

9. Bluefarb SM, Adams LA: Arteriovenous 
malformation with angiodermatitis. Arch Der- 
matol 96:176-181, 1967. 

10. Earhart RN, Aeling JA, Nuss DD, et al: 
Pseudo-Kaposi sarcoma. Arch Dermatol 110:907- 
910, 1974. 

11. Waterson KW, Shapiro L, Dannenberg M: 
Developmental arteriovenous malformation with 
secondary  angiodermatitis. Arch Dermatol 
100:297-302, 1969. 

12. Amon RB: Arteriovenous malformation 
resembling Kaposi sarcoma. Arch Dermatol 
111:1656-1657, 1975. 

13. Mali JWH, Kuiper JP, Hamers AA: Acro- 
angiodermatitis of the foot. Arch Dermatol 
92:515-518, 1965. 

14. Baum S, Bramlet R: Basic Nuclear Medi- 
cine. New York, Appleton-Century-Crofts, 1975. 

15. Palmer PE: The radiological changes of 
Kaposi's sarcoma. Acta Unio Int Contra Can- 
crum 18:400-412, 1967. 

16. Tice DA, Clauss RH, Keirle AM, et al: 
Congenital arteriovenous fistulae of the extremi- 
ties: Observations concerning treatment. Arch 
Surg 86:460-465, 1963. 


Radionuclide Scanning—Rosen et al 


LOOK WHAT CPT-4 
CAN DO FOR YOU 





The AMA's new 4th Edition of PHYSICIANS' CURRENT 
PROCEDURAL TERMINOLOGY can do all those things to improve 
the efficiency of your practice—as previous editions of CPT 

have done for thousands of physicians. CPT-4 is the most 
comprehensive and current system available for naming, 

coding, and reporting medical procedures and services. 

It contains over 2,000 new or revised procedures. 


New Updating Service available at no additional cost! To insure 
that your CPT stays up to date as new terminology is added, 
you can receive new and revised procedures on a regular 
basis. Details in CPT-4 book. 


Order Department sJ/278 
American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ORDER YOUR COPY NOW. 


Please send me 





copy(ies) of PHYSICIANS' CURRENT 


$12.00 each in U.S PROCEDURAL TERMINOLOGY, 4th Edition, OP-041. Enclosed 
| U.S Roue is my paymentfor$. 1 1 1 ,payable to AMA. 
Pencil aui ( ) Please send information on CPT-4 computer tapes. 
Mexico Name 
$12.50 all other Address i. 


countries City/State/Zip 


m n ma nt mes om oes -—- — uA umm UR ROGA MO UMS UN UU UU" UN I UU Lll AL 1L LIO III I IIl ee ee ee ee ee ee ee ee CD AD GED ee Ge ea nef Gur GEH GEM Gm 00-3 GEM Cum ee et ee eo ee 


DU ge ee n cm n i a nn n n eee 


749 


In multiple overt and. - 
surrounding subclinical solar 
Mac AMET A 


6/22/72— Prior physical 
examination of this pa- 
tient had revealed multi- 
ple superficial scaly red 
areas scattered over the 
forehead. These were 
diagnosed as solar 
keratoses. Therapy was 
initiated with twice-daily 
topical applications 

of Efudex (fluorouracil) 
5% Cream. 
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7/27/72—During the 
month following initiation 
of therapy, the treated 
areas became progres- 
sively inflamed and ex- 
coriated. Therapy was 
terminated on 7/31/72. 


9/14/72 —The patient 
displayed complete 
healing less than three 
months following start 

of therapy. No recurrence | 
of disease has been ob- 
served, with the patient 
last seen in follow-up 

on 2/23/78. 
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Efude 


fluorouracil/Roche 


THE TOPICAL ALTERNATIVE FOR SOLAR KERATOSES 


Efudex (fluorouracil 
offers a predictable sequence - 
of therapeutic response 


E Efudex provides a cosmetically satisfying alternative 
to conventional therapy. Incidence of scarring is low, of par- | 
ticular importance when treating multiple facial lesions. 
E Efudex therapy is convenient, effective and has shown 
a high degree of safety... systemic toxicity rare. Efudex 
should be applied with care near the eyes, nose and mouth. 


590 STRENGTH INDICATED 
FOR SUPERFICIAL 
BASAL CELL CARCINOMA 


Management of superficial basal cell 


carcinoma is often complicated by mul- 
tiple lesions which may extend over 
large areas of the body. Conventional 
treatments such as surgical or radiation 
therapy are still preferred for single 


lesions or those in easily accessible 
locations. However, topical chemo- 
therapy with Efudex (fluorouracil) 596 
can be used for the treatment of multiple 
superficial lesions as well as for difficult 
treatment sites. Although during treat- 
ment with Efudex the lesions and some 
of the surrounding skin may become in- 
flamed and blistered temporarily, final 
results are cosmetically gratifying. 





Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conven- 
tional methods are impractical, such as with multiple le- 
sions or difficult treatment sites. Establish diagnosis before 
treating, as this method has not been proven effective in 
other types of basal cell carcinomas. Conventional tech- 
niques preferred for isolated, easily accessible lesions, as 
success rate is nearly 10096. Success rate with Efudex is 
about 9396. 

Contraindications: Patients with known hypersensitivity to 
any of its components. 

Warnings: If occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 


® 


5% Cream, 2%and 
5% Solutions 





longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 
Precautions: |f applied with fingers, wash hands im- 
mediately. Apply with care near eyes, nose and mouth. 
Solar keratoses failing to respond should be biopsied. Warn 
patients that treated area may be unsightly during therapy 
and sometimes for several weeks after. Perform follow-up 
biopsies in superficial basal cell carcinoma. 
Adverse Reactions: Local—pain, pruritus, hyperpigmen- 
tation and burning at application site most frequent; also 
dermatitis, scarring, soreness, tenderness, suppuration, 
scaling and swelling. Also reported—insomnia, stomatitis, 
irritability, medicinal taste, photosensitivity, lacrimation, 
telangiectasia, leukocytosis, thrombocytopenia, toxic 

ranulation and eosinophilia 

osage and Administration: When Efudex is applied 
erythema occurs, then vesiculation, erosion, ulceration, 
necrosis, epithelization. Actinic or solar keratosis—apply 
sufficient quantity to cover lesions, twice daily. Usual length 
of therapy is 2 to 4 weeks. Superficial basal cell 
carcinomas—apply sufficient quantity (only 5% strength 
recommended) to cover lesions, twice daily. Continue 
treatment for at least 3 to 6 weeks, but possibly as long as 
10 to 12 
How Supplied: Solution, 10-m! drop dispensers containing 
2% or 5% fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 5% fluorouracil in a vanishing 
cream base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 — 


75 


4— 
D 
c 
© 
2 
o 
o 
Y 
4-2 
© 
far 
v) 
z 
© 
E 
V 
N 
U 
uJ 





o ` 


 animproved 

betamethasone benzoate 
cream formulated for 
greater acuvity 


;New . 


Uticort cream 


-betamethasone 
benzoate) 





Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary 
eczemas —atopic, contact, and others—preservative-free infection. 

- UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 
greater vasoconstrictor activity** than that produced by lesions (as in seoorrheic dermatitis), and for lesions occur- 
previously available betamethasone benzoate creams. ring in hairy areas. 


UTICORT CREAM is particularly useful for the itchy, crusty Although the results of the standardized vasoconstrictor assay cannot be directly 
lesions of subacute eczema UTICORT CREAM promptly re- equated with topical efficacy in dermatologic therapy, they appear to have defi- 


^ " T nite predictive value and correlate well with clinical efficacy 
lieves the severe pruritus of chronic eczema, thus minimiz- — :pata on file, Parke-Davis 


Brief summary combined gel & cream 

Uticort" Gel (betamethasone benzoate gel, USP) 0 09596 and Uticort" Cream (betamethasone benzoate) 0.025%. For External Use Only. Caution — Federal law prohibits dispensing without prescription 
ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of their anti-inflammatory, antipruritic, and vasoconstrictive actions INDICATIONS: Uticort Gel (Detamethasone benzoate gel, USP)/Uticort 
Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticosteroid-responsive dermatoses CONTRAINDICATIONS: Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any components of the preparation PRECAUTIONS: If irritation develops, Uticort Gel (betamethasone benzoate gel, USP)/Uticort Cream (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted In the presence of an infection the use of an appropriate antifungal or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been adequately controlled If extensive areas are treated or if the occlusive technique is used there will be increased systemic 
absorption of the corticosteroid and suitable precautions should be taken, particularly in children and infants. Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not been established absolutely. In laboratory animals, increases in incidence of fetal abnormalities have been associated with exposure of gestating females to 
topical corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Due to 
the alcohol content of the vehicle, Uticort Gel (betamethasone benzoate gel, USP) may cause mild, transient stinging without irritation if used on exconated skin. Uticort Gel (betamethasone benzoate gel, 


> USP)/Uticort Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical Corticosteroids, especially under 
occlusive dressings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary . 
infection, skin atrophy, striae and miliana WF/WE 
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THE FIRSTSUNSCREEN WITH AFORMULA 
FORWATER RESISTANCE— 


LATEDTO GIVE 50^ GREATER 
ECTION AGAINST THESUN. 


E. & Johnson aa T the fst p -resistont 
een, grid proved it DE fest 
Drakes: new water Shape S ulo— 
“Johnson & Jehnson in roucas Protection 
Sunscreen: 

Using d governthentepropiosed poe pots fo Mas 
water-resistant Sunscreens, SUNDOWN Extra Protection. ~ om 
Sunscreen, which started with an SPF'of 6, wos age lo 4t 
maintain an SPF of 6 aftér two 20-minute swims.’ 

"^. The ingredients that helped produce these results are a; 
æ unique film-forming base arid tWo sunscreens— A 
~ _ọxybenzone and Padimate O (octyl dimel y PABAy/d 
' monesensitizing PABA derivative. "e 

SUNDOWN applies evenly. and. dries quickly to an 
invisible, water-resistant film, yet is. easily washed off. with 
soap and water. And SUNDOWN iS Compatible with Retin-A 
Brand tretinoin thetapy. ^ — > 


_ “SPF, Sun Protection Factor, defines the relative degree of protection o su 
can offer. An SPF of 6 means that. a person can stay in the sun six times 
than with no protection at all. Data on file, Johnson & Johnson 
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There's more to 


Sunscreen protection 


than SPF 


SPF, Sun Protection Factor, is an 
index of sunscreen protection. If much of 
the sunscreen gets washed away when 
the patient goes swimming, the SPF is 
reduced. That's one of the reasons pa- 
tients get burned even when they use a 
sunscreen. 

Reduced SPF is not a problem with 
SUNDOWN. SUNDOWN has been proven 


~ water-resistant in tests that measured the 


protection level of a sunscreen even after 
exposure fo sun and water. 

When you recommend new 
SUNDOWN Extra Protection Sunscreen, 
you are assured that the patient will be 
protected with an SPF of 6 both before and 
after swimming. Similarly, with the 
SUNDOWN Moderate Protection Formula, 
your patients will be protected with an SPF 
of 4 even after swimming. 

Don't choose a sunscreen for your 
patient who is a swimmer solely on the 
basis of SPF. Recommend the one with the 
SPF that stands up to water — SUNDOWN. 


New SUNDOWN 

Extra Protection (SPF 6) contains: 
Padimate O (octyl dimethyl PABA) (4.0%), 
oxybenzone (3.0%), alcohol (8.6%), 
water, ammonium acrylate/acrylate 
copolymer, isopropy! myristate, benzyl 
alcohol, ammonium isostearate, stearyl 
alcohol, fragrance, xanthan gum, car- 
bomer 941 and edetate disodium. 


Original Formula SUNDOWN 


Moderate Protection (SPF 4) contains: 


Padimate O (octyl dimethyl PABA) (3.3%), 
alcohol (8.6%), water, ammonium 
acrylate/acrylate copolymer, isopropyl 
myristate, benzyl alcohol, ammonium 
isostearate, stearyl alcohol, fragrance, 
xanthan gum and carbomer 941. 
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$37.50 


AMA and ASCPT members call the 
PSG BOOKLINE for courtesy discounts. 


AMA DRUG EVALUATIONS, Third Edition, has 
set new standards for objectivity, reliability, and 
comprehensiveness in a drug compendium. The 
official AMA drug manual, it combines the best 
medical opinion of your colleagues and has been 
designed to give you the information you need on all 
recognized uses and routes of administration — labeled 
and unlabeled—for virtually all drugs currently 
available in the U.S. 


AMA-DE/3 covers virtually every significant drug 
prescribed in the U.S. today. That amounts to in- 
dividual evaluations for more than 1300 single-entity 
agents (61 new to this edition)— plus listings for 
hundreds of additional mixtures and proprietary 
preparations, both prescribed and over-the-counter. 


You can rely on AMA-DE/3 —whether you need 
detailed therapeutic information for a class of drugs 
you do not frequently prescribe—or simply a pack- 
age size or manufacturer's address. When you get in- 
formation from AMA-DE/3, you know it is accurate 
and clinically pertinent because it has been compiled 
by experts in the AMA's Department of Drugs work- 
ing closely with the American Society for Clinical 
Pharmacology and Therapeutics and a consulting 
panel of more than 300 contributing physicians and 
clinical pharmacologists. 


AMA Stylebook/Editorial Manual 


The Sixth Edition incorporates changes in style and 
usage obtained from experience in the editorial 
offices of AMA's Scientific Publications Division. 
Emphasis is on specific points of style used in JAMA 
and AMA's nine specialty journals. $6.50 
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Do you have 
GUIDES TO THE EVALUATION 





on your reference shelf? 


If not, now is the time to fill the void! 


Guides to the Evaluation of Permanent Impairment contains a series of practical guides for 
the rating of physical and mental impairment of all systems of the body. Published by the 
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responsibility to patients who are seeking benefits from the various agencies and programs 
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ments. 
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The Extremities and Back 
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The Cardiovascular System 


GUIDES a 
THE EVALUATION 
PERMANENT IMPAIRMENT 


Use the coupon below to order this authoritative 
text today! $10.00 


American Medtcal Agsoctation 


Order Dept. OP-298 AO 
American Medical Association 

535 N. Dearborn 

Chicago, IL 60610 


Please send me... . copy (ies) of GUIDES TO THE 
EVALUATION OF PERMANENT IMPAIRMENT, OP-298, at $10.00 
each. | enclose $_____——, payable to the AMA. 
NG —— LLL ia a 
Address 





City/State/Zip 





OF PERMANENT IMPAIRMENT 


en de dei iR am ee te ee 


A 


Whenever X . 
290-1889 0/(0:/08 


is needed... 
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epidermabrasion —the controlled 
removal of the stratum disjunctum 
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the stratum corneum. BUF-PUF offers 
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patients to achieve thorough cleans- 
ing and smoother, healthier skin 
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BUF-PUF loosens comedones while it 
cleans and helps remove excess oil. 


Psoriasis 
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from psoriatic lesions without manifesting 
a Koebner reaction. 


Hyperkeratosis 

Rapid, often dramatic results 
can be seen when BUF-PUF is 
used to remove the upper layers 
of toughened or scaly skin. 


Keratosis pilaris 

BUF-PUF is particularly helpful here 
because its abrasive action 
concentrates on the elevated 
areas of the skin surface. 


Tinea versicolor 
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action of BUF-PUF helps 

remove the scales, 
allowing better pene- 
tration of topical 
therapeutic agents. 
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Short Reports 


Short Reports usually concern a single case report. Text must be typewritten, 
double-spaced, with not more than six references, and should not exceed 600 words. If 
tables or figures are elements of the manuscript, please limit text length to 400 
words with a total of either three figures or tables, or a combination of both. Tables 
must not exceed 12 lines in depth, including the title. For manuscripts containing 
either one figure and one table, or two figures or two tables, maximum text length is 
500 words. Manuscripts with text only may contain up to 600 words. The usual 
synopsis abstract should be omitted. For other details, including copyright proce- 


dure, see “Instructions for Authors.” 


Solar Urticaria 


Eric Van Hecke, MD 


There is agreement on the existence 

of solar urticaria elicited by ultra- 
violet irradiation of wavelengths be- 
low 370 nm, with positive passive 
transfer and positive reverse passive 
transfer reactions. When wide- 
spread, solar urticaria can be accom- 
panied by general malaise and even 
shock.’ Stimulation of gastric secre- 
tion is also mentioned in the litera- 
ture. 


Report of a Case 


A 34-year-old man consulted me on July 
18, 1977 about urticarial reactions follow- 
ing exposure to sunlight since 1970. The 
lesions develop even when the patient is 
driving a car or sitting behind a window. 
The hives appeared after he had been in 
the sunshine a few minutes and persisted 
for hours. When large areas of the body 
were involved, the patient felt uneasy and 
tired, and sweated profusely. The symp- 
toms had become progressively more 
severe since the time of onset in 1970. The 
patient had also suffered with a gastric 
ulcer since 1962 and was operated on on 
May 23, 1977. Vagotomy and pyloroplasty 
were performed. Since then, he has had no 
more gastric complaints. 


Light Tests 
Banks of four lamps were used: sun- 
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Read before the Belgian Dermatological Soci- 
ety Meeting, Brussels, Nov 19, 1977. 
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lamps (Westinghouse FS20), black light 
lamps (Philips TL 20W/08), blue light 
lamps (Philips TL 20W/18), green light 
lamps (Philips TL 20W/17), yellow light 
lamps (Philips TL 20W/16), and red light 
lamps (Philips TL 20W /15). The tabulation 
below shows the emission spectra of these 
lamps according to their manufacturers. 


Emission 
Spectrum, 
Fluorescent (90% of Total 
Lamps Energy), nm 
Sunlamp 
(Westinghouse FS20) 300-370 
Black light 
(Philips TL20W /08) 320-410 
Blue light 
(Philips TL20W /18) 400-550 
Green light 
(Philips TL20W /17) 500-580 
Yellow light 
(Philips TL20W /16) 520-680 
Red light 
(Philips TL20W /15) 600-700 


Since they all transmit small components 
of light at wavelengths shorter and longer 
than those indicated here, several filters 
were used. The tabulation below shows the 
lowest wavelengths these filters transmit. 


Lower Limit of 


Filters Transmission, nm 
Corning 7-51 300 
Corning 4-70 320 
Corning 5-58 350 
Corning 5-56 350 
Corning 3-75 310 
Corning 3-73 400 
Corning 3-71 460 
Corning 3-70 490 


The patient was exposed to light from all 
of the lamps at a distance of 25 cm. With 
the sunlamps, five sites of 25 sq cm each 
were irradiated for 1, 2, 3, 4, and 5 minutes, 
respectively. With the other lamps, the 
sites irradiated were 225 sq em each, and 
the exposure time was 20 minutes. 

Without filters, the sunlamps as well as 
the black light, blue light, and green light 
lamps were able to elicit in this patient an 
immediate wheal and flare, limited to the 
irradiated zone. With filters, urticaria was 
only elicited when the transmitted wave- 
lengths were below 370 nm, indicating that 
minute amounts of ultraviolet irradiation 
with wavelengths below 370 nm were emit- 
ted by the blue and green light lamps. 
Indeed, we did find that the green light 
lamps emitted the mercury lines of 313 nm, 
334 nm, and 365 nm (1% of the total 
energy). The blue light lamps emitted not 


only these mercury lines but also a part of 


the continuum (15% of the maximum ener- 
gy at 360 nm, 7% at 350 nm, and 3% at 340 
nm). Neither yellow nor red light lamps 
emitted any wavelengths in the ultraviolet 
range. 

The patient's serum injected into a 
volunteer subject yielded a wheal and flare 
when a site on the subject was irradiated 
the following day with black light lamps. 
Heating the serum for 20 minutes at 58 °C 
destroyed its capacity to elicit a passive 
transfer reaction. Irradiation of the skin of 
a volunteer subject with sunlamps, fol- 
lowed by injection of the patient's serum, 
also yielded an immediate wheal and 
flare. 

No abnormalities in serum histamine 
levels were found before or after producing 
urticaria. 


Comment 


This case is an illustration of solar 
urticaria elicited by ultraviolet irra- 
diation of wavelengths below 370 nm, 
present not only in sunlight, but àlso 
in visible-light fluorescent lamps. The 
passive transfer and reverse passive 
transfer reactions were positive, but 
heating of the serum destroyed its 
capacity for passive transfer. The 
responsible agent in the serum, then, 
behaves like a skin-sensitizing anti- 
body (IgE). 
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Reticulate Acropigmentation of Kitamura 


David T. Woodley, MD; Ivor Caro, MD; Clayton E. Wheeler, Jr, MD 


n 1943, Kitamura and Akamatsu' 

described a male patient who had a 
reticulate pattern of  freckle-like, 
slightly depressed macules on the 
extensor surfaces of his hands and 
feet. Two similar patients were 
described in 1953 by Kitamura et al. 
Seven further cases that were re- 
ported by Griffiths’ in 1976 were the 
first to be described outside of Japan. 
Griffiths’ cases came from Asia, Afri- 
ca, and Europe. We believe that this 
may be the first case of reticulate 
acropigmentation of Kitamura 
(RAPK) to be described in the Ameri- 
cas. 


Report of a Case 


A 17-year-old girl was seen in a derma- 
tology clinic with small, 1- to 4-mm, 
depressed, pitted macules, in a reticulate 
pattern, on the palmar and dorsal aspects 
of her hands and on the plantar and dorsal 
aspects of her feet (Figure). The lesions 
were first noted when the patient was 3 
years old, and they progressively darkened, 
extending proximally over the years. They 
have otherwise been asymptomatic. 

A biopsy specimen of one lesion was 
taken two years ago, but no diagnosis was 
made from the biopsy findings. A biopsy of 
a lesion on the left hand was performed in 
March 1978 and the findings were inter- 
preted as normal skin. Topical therapy had 
not been tried and the patient had no other 
skin complaints. There were no known 
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Disease 
Dyskeratosis congenita 


Dermatopathia pigmentosa reticularis 


Franceschetti-Jadassohn syndrome 
Acropigmentation of Dohi* 


Acropigmentation of Kitamura* 


affected family members. 

The patient has been in good health. Her 
only medications have been diazepam (Val- 
ium) and iron. 


Comment 


Reticulate acropigmentation of Ki- 
tamura is a pigmentary disorder that 
may be determined by an autosomal 
dominant gene. In Griffiths' series of 
seven cases,’ all patients had affected 
relatives, although several of them 
were not seen by the investigator 
himself. In our patient, none of the 
relatives have been affected. Howev- 
er, the distribution of the lesions 
(acral), the quality of the macules (ie, 
depressed with breaks in the epider- 
mal ridges), the pattern of the 
pigmentation (reticulate), the onset 
and progression of disease, and the 
pathology are all consistent with the 
cases described by Kitamura et al and 
Griffiths.'? 

In 1969, Weidman' described a case 
of a 30-year-old man who noted, at the 
age of 10 years, diffuse darkening of 
the distal phalanges of his fingers and 
toes that, over the years, deepened in 
eolor and progressed. This disorder 
has been called "acromelanosis." Sim- 
ilar eases have been described by 
Thomas? and Bloom.* However, unlike 
RAPK, the pigmentation is diffuse 
rather than reticulate, and there is no 
depression or atrophy of the epider- 
mis and no familial pattern. 

In 1939, Becker and Reuter’ de- 
scribed a family that may have had 
RAPK. Three sisters, two of whom 
were twins, had had pigmented brown 
macules, varying from 1 to 10 mm in 


Summary of Pigmentary Disorders 


Pattern 
Generalized, reticulate 


Close-up view of lesions on 
patient's foot, showing inter- 
ruptions of epidermal ridges 
by lesions. 





diameter, on their chins, necks, and 
arms for as long as they could remem- 
ber. These macules were in a reticu- 
late pattern with normal skin ap- 
pearing between the macules. A 43- 
year-old brother and their 91-year-old 
father were also affected. Biopsies 
were performed on skin lesions of two 
of the sisters, and the sections showed 
epidermal atrophy and a slight in- 
crease in melanin in the basal area of 
the epidermis. 

In addition to aeromelanosis, which 
has a diffuse pigmentation without 
atrophy, the only other disorder of 
isolated, acral pigmentation that 
might cause confusion with RAPK is 
acropigmentation of Dohi. This disor- 
der, first described by Komaya* in 
1924, differs from RAPK in that it has 


Distinguishing Features 


Nail dystrophy, leukoplakia, thickened palms and soles, cica- 


tricial alopecia, dental anomalies, hyperhidrosis, excessive 
lacrimation, and usually only occurs in males (sex-linked 


recessive) 
Generalized, reticulate 


Presence of hypopigmented lesions, and no 


atrophy or breakage of epidermal ridges 


Generalized, reticulate 


Yellow discoloration of tooth enamel, reduced eccrine 


glands, and palmar/plantar keratoderma 


Acral, reticulate 


Acral, reticulate 


Also has hypopigmented lesions and no atrophy, pitting, or 
depressions 

Palmar pitting, breakage of epidermal ridges, and depressed, 
atrophic lesions 





*Only acropigmentation of Kitamura and acropigmentation of Dohi are limited to an acral distribution and do not show incontinence of pigment in 


biopsy specimens. 
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a mixture of hyperpigmented and 
hypopigmented macules, and no atro- 
.phy of the macules or breaks in the 
epidermal ridge pattern. This disorder 
has only been described in Japanese 
and European patients. 

There are other conditions that may 


1. Kitamura K, Akamatsu S, cited by Griffiths 
WAD: Reticulate acropigmentation of Kitamura. 
Br J Dermatol 95:431-443, 1976. 

2. Kitamura K, Akamatsu S, Kirokawa K, 
cited by Griffiths WAD: Reticulate acropigmen- 
tation of Kitamura. Br J Dermatol 95:437-443, 
1976. 

3. Griffiths WAD: Reticulate acropigmenta- 


Hairy Elbows 


have a reticulate pigmentation (Ta- 
ble) as part of their appearance; 
however, the pigmentation is of a 
generalized distribution rather than 
an acral distribution and there are 
other features of the disease to distin- 
guish it from RAPK. 
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Vladimir C. Andreev, MD, Lubomir Stransky, MD 


The first report of this rare congen- 

ital anomaly, hairy elbows, was 
apparently that of Beighton (1970), 
in two of five 
siblings. The hypertrichosis was no- 
ticed soon after birth, and reached its 
greatest extent and severity when the 
patients were 5 years old. Initially, the 
later 
became long and coarser. After the 
patients reached the age of 5, the 
condition slowly regressed and the 
hairs again acquired a lanuginous 
appearance. The source of inheritance 


who described it 


hairs were lanuginous, but 


could not be determined. 


No other cases have been reported 
since, but we have been advised 
through conversation with Darrell S. 
1977), 


Wilkinson, MD (November 
about a few similar cases. 


Report of a Case 


A 5-year-old boy had mild hypertrichosis 
at birth that involved the extensor surfaces 
of both arms. A few weeks later, only a 


TOO URTER 
From the Institute of Dermatology, Academy 


of Medicine, Sofia, Bulgaria. 
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restricted area covering the elbows re- 
mained hairy. The hairs were long and 
silky, and the parents were not particularly 
worried, since the child had developed 
normally mentally and physically. One year 
ago, however, the hairs became longer and 
coarser, and the parents asked for medical 
advice. There was a second child in the 
family, aged 2, without any traces of 
hypertrichosis. The condition had not been 
observed in the families of either parent. 

On examination, a marked lanuginous 
hypertrichosis was seen involving both 
elbows symmetrically (Figure). Individual 
hairs reached lengths of 10 cm and were of 
a silky texture. 

A biopsy specimen of one of the hairy 
patches revealed that 90% of the hair folli- 
cles were in the anagen phase, 9% were in 
the telogen phase, and 1% were in the 
catagen phase. There were no abnormali- 
ties in the structure of the follicles. The 
endocrinological tests, especially these con- 
cerned with hair growth, revealed no 
abnormalities: 17-ketosteroids and 17- 
hydroxycorticosterone levels in the urine 
were, respectively, 0.98 mg/24 hr and 2.11 
mg/24 hr; the blood plasma cortisol level 
was 14 ug/dL; and the blood plasma testos- 
terone level was 630 ug/dL. There were no 
chromosomal abnormalities. In other tests, 


The purpose of this report is to alert 
other American dermatologists to this 
condition, which may be more com- 
mon than is generally appreciated. 


Cost of color reproduction was assumed by 
Westwood Pharmaceuticals Inc, Buffalo, NY. 
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Lanuginous hypertrichosis of elbow. 


it was found that mental development 
corresponded to the age of the child. 

The parents were advised to avoid 
attracting the child's attention to this 
condition, and to expect a gradual regres- 
sion of the condition with the approach of 
puberty. 


Comment 


Hairy elbows probably represent a 
nevoid condition of the hair follicles. 
There was no endocrinological abnor- 
mality in our patient, since the func- 
tion of all endocrine glands proved to 
be normal. There was a familial occur- 
rence in the cases of Beighton, but 
none in ours. The source of inheri- 
tance is undetermined. 
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The controlled cleanser shown 


superior both to soap and water 
and to insoluble abradant 
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Before 


Cheek before treatment 
with Komex cleanser 





Afler 


Cheek after 60-second 
Komex treatment 
Marked smoothing of 
stratum corneum (A); 
near complete removal 
of desquamating 
epithelial tissue (B); hair 
follicle well cleansed with ¢ 
core loosened (C); facial 


hair artifact (D). e Rass a, EE 


With excellent patient acc 
In a five month study of 60 subjects with oily skin Komex effectively cleansed the skin, 
removed oils, and left skin smooth and soft in 92% of the patients.' 




























































































| CLEANSED SKIN EFFECTIVELY 92% 
REMOVED OILS 4 | 925; 
SOFTENED AND SMOOTHED SKIN - 92% | 
NO IRRITATION ` 76% 
CLEANSING PARTICLES EXCELLENT | 69% 
i “FEEL” OF DISSOLVING PARTICLES EXCELLENT 67% 
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rat, and rabbit, induced fetal abnormalities in the rat at doses substantially above the human therapeutic range. 
Clinical data in human beings are inadequate to establish safety in early pregnancy. Until such data are available, 
hydroxyzine is contraindicated in early pregnancy. 


Precautions: Hydroxyzine may potentiate the action of central nervous system depressants such as meperidine 

and barbiturates. In conjunctive use, dosage for these drugs should be reduced. Because drowsiness may occur, 
patients should be cautioned against driving a car or operating dangerous machinery. 

Adverse Reactions: Drowsiness may occur; if so, it is usually transitory and may disappear in a few days of continued 
therapy or upon dosage reduction. Dryness of the mouth may occur with higher doses. Involuntary motor activity, 
including rare instances of tremor and convulsions, has been reported, usually with higher than recommended dosage 
Supply: Tablets, containing 10 mg, 25 mg, or 50 mg hydroxyzine hydrochloride, 100’s and 500’s; Tablets, containing 
100 mg, 100's; Syrup, containing 10 mg per teaspoonful (5 ml) and ethyl alcohol 0.5% v/v, pint bottles. 
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emotional overlay 


the cause can be obscure 


Factors precipitating allergic dermatoses with strong emotional overlay, 
which can range from allergens to anxiety, can be difficult to identify. 


successful treatment often includes 
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e rapid antianxiety action 
e demonstrated antihistaminic activity 
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Rejifeys 


Effective protection from a broad range of 
harmful solar rays 


TWO — not one — effective sunscreen agents 
Padimate-O 2.596 (a PABA derivative) and Dioxybenzone 396: better 
protection than is provided by either agent alone. SUNGARD 
extends its protection beyond the sunburn (UVB) spectrum into the 
photosensitivity range (UVA) better than PABA alone.* 


Inhibits or minimizes photosensitivity reactions 


Broader range of effectiveness than 4 other 
widely used sunscreen products* 


r7 7 
crytne 


UV Wavelength (nanometers) 


The above data reflect ultraviolet absorption efficiency as recorded by Beckman 
spectrophotometric measurement; they are not a precise indication of the degree of 
protection afforded in actual clinical (fteld) use. 


Durable protection 


SUNGARD provides more durable protection on the skin than from 
PABA 596 (PRESUN) or octyl dimethyl PABA 3.3% (SUNDOWN), as 
demonstrated by the amount of sunscreen agent remaining on the 
skin after water-wash procedures.* SUNGARD, with an SPF (Sun 
Protection Factor) of 6.3, allows patients to stay in the sun 6 times 
longer than before (assuming no heavy perspiration or prolonged 
swimming). That means fewer applications... greater economy. 


Gradual, natural tanning 


Your sun-sensitive patients can attain a desirable degree of tanning 
with repeated exposures. As with all sunscreen agents, however, 
caution your patients about the importance of maintaining 
continuous protection by reapplying SUNGARD every 3 to 4 hours. 


*Data on file at Dome Division, Miles Laboratories, Inc. 


Pre mem MILES 
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Dome Division Miles Laboratories Inc 
West Haven Connecticut 06516 USA 


© 1979 DOME DIVISION, MILES LABORATORIES, INC. ALL RIGHTS RESERVED. — 
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Potency ina 
preferred form 
for many dry 








or excoriated 


lesions. 





Lidex*-E offers the long-established potency 

of fluocinonide in a soothing emollient cream 
base. Because it is less drying than a cream and 
has the lubricating qualities of an ointment, it is 
especially useful in both inflamed, excoriated 
lesions and dry lesions with moderate scaling. It is 
indicated in such steroid-responsive dermatoses 
as nummular dermatitis, lichen simplex chronicus, 
and atopic eczema with flexural lichenification. 


Also preferred when the cosmetic 
quality is a concern. 


Lidex-E is also a preferred topical steroid in 
lesions involving areas where cosmetic appear-: 
ance is important to the patient. The Lidex-E 
base vanishes readily into the skin and is 
non-greasy and water-washable, making it 
cosmetically acceptable to patients. It may be 
used in the difficult-to-treat intertriginous areas 
and flexural creases. 

See following page for summary of prescribing information. 


Lidex-E—whenever potency is needed and a soothing, 
cosmetically acceptable topical steroid is indicated. 
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(fluocinonide) 
Cream OO576 


Prescribing Information 


Description LIDEX-E cream 0.0596 contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 6a, 9-difluoro- 118, 16a, 17, 24-tetra- 
hydroxypregna-^, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 
21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 
Indications inflammatory manifestations 
of corticosteroid-responsive dermatoses. 
Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions If irritation develops, discontin- 


ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 

has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. 


LIDEX*-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching. irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 


Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 


How Supplied LIDEX-E cream 0.05% —15g., 
30g. and 60g. tubes 





SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 
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Expand Your Horizofs 


And Those of Your 


Nursing Home Patients. 


| 


mM - 





> ~ - m 
sinisa. Ee TRUE M 


m 





This compilation of articles and memoranda is geared to 
further your understanding of your role in regard to: your 
nursing home patients; their families; and the nursing home 
staff. Published by the American Medical Association, The 
Medical Director in the Long-Term Care Facility is the 


only book of its kind. 


The Table of Contents includes: 


e Doctor s Role in the Nursing Home 

e Medical Direction in Long-Term Care Facilities 

e Role Relationships of the Medical Director 

e The Role of the Physician in Long-Term Care 
Facilities—The Administrator s Viewpoint 

e Federal Regulations and Proposed Duties for the 
Medical Director in the Skilled Nursing Facility 

e The Nursing Home's Medical Director— 
A New Breed of Mentor 


The Medical Director in the Long-Term Care Facility 


should help you to meet the nursing home problems which 
you encounter. Use the coupon to order this valuable 


compendium today. 
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Order Dept./OP-22 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


Please send 





$3.50 each. Enclosed is $ 
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Name 


Address PMO TN SLIT AE Sn e D EUER Ie SS: 


City/State/Zip 


copy(ies) of THE MEDICAL DIREC- 
TOR IN THE LONG-TERM CARE FACILITY, OP-22, at 
, payable to the 


` "NNTRODUCING..NEW SEBULEX 
CONDITIONING SHAMPOO WITH PROTEIN 





Effective Dandruff Control 


Formulated for Improved Patient Accept- 
ance and Compliance 


Gives Hair the Body and Manageability 
Patients Want 


Helps Repair Split Ends and Reduces Fly- 
away Hair 


Leaves Hair Shiny, Clean, Fresh Smelling 


New Sebulex® Conditioning Shampoo pro- 
vides the combined anti-seborrheic/kerato- 
lytic actions of sulfur and salicylic acid. 
It penetrates the upper layers of the scalp 
epidermis to loosen, lift and rinse away un- 
sightly flakes and scales, and it removes cell 
debris and excess oil from hair shafts. Reg- 
ular use keeps hair and scalp free from scale 
build-up. 


THE IMPORTANCE OF PROTEIN: 


New Sebulex Conditioning Shampoo con- 
tains partially hydrolyzed protein that is heat- 
stable, hypoallergenic, and water soluble 
over the entire workable pH range. The opti- 
mal size of the protein molecule allows deep 
penetration through the cortex of hair fiber, 
and helps resist water rinse-out. Increased 
protein uptake in physically or chemically 








mpoo 


WITH PROTEIN 


26Nf01 
T.502 


damaged hair imparts extra body, manage- 
ability, sheen, and greater control to hair that 
may become dry and flyaway from other anti- 
dandruff therapy.* 









Laboratory studies 
demonstrate protein 
penetration helps 
close splintered 
hair shafts.* 


Artist's 
Interpretation 





FLEXIBILITY: 


Gentleness combined with efficacy. Unlike 
heavy metal" shampoos, New Sebulex Con- 
ditioning Shampoo is gentle enough for daily 
and pediatric use. New Sebulex Shampoo is 
ideal for adult problem dandruff; it leaves hair 
fresh smelling and nonoily. It is mild enough 
for your patients with tinted or bleached hair. 


*Data on file, Westwood Pharmaceuticals Inc. 
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wheals/erythema /pruritus " | 
When symptoms 
of urticaria 
d attention... 








Periactin 





(Cyproheptadine HCI MSD) ~ 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 ma 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 
occur—fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or !7 iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HC! each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 





MSD For more detailed information, 
SHANA consult your MSD representative or 
ME see full Prescribing Information. 

Merck Sharp & Dohme, Division of 
Merck & Co., INC., West Point, Pa. 19486 


agranulocytosis, 





How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup 

containing 2 mg 
of cyprohepta- 
dine HCl in each 
5-ml teaspoonful 
(with alcohol 5%) 


Recommended Dosage 













Scored 

Tablets 
containing 4 mg 
of cyprohepta- 
dine HCl each 















Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 
lteaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 








bid. or t.i.d. 
Children—7 to 14 years 








Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
or l tablet, b.id. or 4 tablets 







or t.i.d. 










Adults Maximum 

Usual daily dosage 

dosage 0.23 md per Ib 

2 teaspoonfuls ve day 

or l tablet, t.i.d. or 0.5 mg per 
kilo per day 











Dosage must be individualized and , 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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66 Twenty-five years after its discovery...topical hydrocortisone is, 
indeed, still the drug of choice in certain anatomical areas and in 
certain skin diseases and age groups.99 ' 


GÉ We routinely use hydrocortisone for steroid-sensitive lesions of the 
genitalia, periorbital region, perianal region, and wherever possible in 
wet, intertriginous areas.99? 


66 What stands out in every instance, human and animal, is the weak 
atrophogenicity of hydrocortisone.99? 


i ik Many dermatological disorders respond equally well to low-potency 
steroids such as 1% hydrocortisone, although for severe, acute 
dermatoses, a fluorinated steroid may be preferred initially.99? 
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seborrheic dermatitis « eczema e intertrigo «e atopic dermatitis 


'Marmelzat, W.L.: J. Dermatol. Surg. Oncol. 3(6): 595 Nov/Dec, 1977 *Kligman, A.M, 


' and Kaidbey, K.H.: Cutis 22:232 Aug, 1978. ?The Medical Letter, October 21, 1977. 
See next page for full prescribing information, including warnings and contraindications. ‘Devitt ty Dounatotogy 





Description: Hydrocortisone 14%, 1% or 21/96 in a water-washable cream containing 
purified water, propylene glycol, aycery! monostearate, cholesterol and related sterols, 
isopropy! myristate, polysorbate 60, cetyl alcohol, sorbitan monostearate, polyoxy! 40 

stearate and sorbic acid. 


Action: Topical steroids are primarily effective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Topical steroids are contraindicated in those patients with a history 
of hypersensitivity to any of the components of the preparation 


Precautions: If irritation develops, the product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does not occur promptly, the corticosteroid 
should be discontinued until the infection has been adequately controlled. 

If extensive areas are treated or if the occlusive technique is used there will be increased 
systemic absorption of the corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 

Although topical steroids have not been reported to have an adverse effect on human 
pregnancy the safety of their use in pregnant women has not absolutely been established 
n laboratory animals, increases in incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical corticosteroids, in some cases at rather 
low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant 
patients, in large amounts, or for prolonged periods of time. 

The product is not for ophthalmic use 

Adverse Reactions: The following local adverse reactions have been reported with 
topical corticosteroids, especially under occlusive dressings: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria 

Dosage and Administration: Apply to affected areas 3 or 4 times daily. 

How supplied: 21/96 — Tube 1 02.; 1% and 4% — Tube 1 oz. and Jar 4 oz 


Caution: Federal law prohibits dispensing without prescription 


For broader control of acute 
and chronic dermatoses... 


hydrocortisone plus the antifungal/ 
antibacterial actions of diiodohydroxyquin. 


VYTONE® Cream 


(Hydrocortisone 1% or 12 96; diiodohydroxyquin 1%) 


Description: Vytone Cream contains hydrocortisone .0596 or 196 and diiodohydroxyquin 
1% in a greaseless cream of purified water, propylene glycol, glycery! monostearate, 
cholesterol and related sterols, isopropyl myristate, polysorbates 20 and 60, cetyl alcohol, 
sorbitan monostearate, polyoxyl 40 stearate and sorbic acid. 

Actions: Combines the antifungal and antibacterial actions of diiodohydroxyquin with the 
anti-inflammatory and antipruritic effects of hydrocortisone, providing effective therapy for 
broader control of various acute and chronic dermatological disorders. 


Indications: Based on a review of a related drug by the National Research 
iae and subsequent FDA classification for that drug. the indications are as 
ollows 


Possibly" Effective Contact or atopic dermatitis; impetiginized eczema 
nummular eczema; infantile eczema; endogenous chronic infectious dermatitis 


Stasis dermatitis: pyoderma: nuchal eczema and chronic eczematoid otitis 
externa, acne urticaria, localized or disseminated neurodermatitis: lichen simplex 
chronicus: anogenital pruritus (vulvae, scroti. ani). folliculitis, bacterial derma- 
loses, mycotic dermatoses such as tinea (capitis, cruris, corporis, pedis): 
monilliasis: intertrigo. Final classification of the less-than-effective indications 
requires further investigation 


Contraindications: Topical steroids are contraindicated in viral diseases of the skin such 
as varicella and vaccinia and in individuals when circulation is markedly impaired. Vytone 
Cream is contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 


Warnings — Usage in Pregnancy: Although topical steroids have not been reported to 
have an adverse effect on the fetus, the safety of their use on pregnant patients has not 
been absolutely established. Therefore, they should not be used extensively, or in large 
amounts or for prolonged periods of time on pregnant patients. 


Precautions: For external use n Keep away from eyes. If irritation develops, the 
product should be discontinued and appropriate therapy instituted. If extensive areas are 
treated or if the occlusive technique is used, the ed exists of increased systemic 
absorption of the corticosteroid and suitable precautions should be taken. «€ stain 
skin, hair, or fabrics. Diiodohydroxyquin may be absorbed through the skin and interfere 
with thyroid function tests. If such tests are contemplated, wait at least one month after 
discontinuance of — to perform these tests. The ferric chloride test for phenyl- 
pple (PKU) can yield a false positive result if diiodohydroxyquin is present in the 
iaper or urine. 


Prolonged use may result in Mal gol of nonsusceptible organisms requiring appropriate 
therapy. Keep out of the reach of children. 

Adverse Reactions: The following adverse reactions have been reported with topical 
Steroids, either with or without occlusive dressings: burning sensations, itching, irritation. 
dryness, folliculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform 
eruption, and hypopigmentation 

Dosage and Administration: Apply to affected areas 3 or 4 times daily in accordance 
with physician's directions. 

How Supplied: Tubes, 1 oz. 


Caution: Federal law prohibits dispensing without prescription 


For Patient Starters Call Toll-Free (800) 523-6674 





Dermik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 





If you’re looking 
for a new practice 
opportunity. . . 


look here 


American Medicol Association 


Physicians 
Placement 
Service 


pa pum A 
Opportunity «3 


"e 


Placement 
Register 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 


Fast turnaround -- The Register is 
mailed within 24 hours of receipt of 
your request. After receiving your 
selections of the practice oppor- 
tunities on which you want further in- 
formation, full-page computer print- 
Outs on each selection are sent 
within 10 days. 


Order your Register now -- Published 
quarterly by the AMA Physicians’ 
Placement Service, this Register is 
the only comprehensive national 
listing of new practice opportunities. 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Send me the new AMA 
OPPORTUNITY PLACEMENT REG- 
ISTER, along with the registration 
form. 


Name 
Address 


City/State/Zip 
S/J 
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Classic dermatitides 
demand the classic 
treatment: FLUONID 


(fl!uocinolone acetonide). 


Seborrheic dermatitis ¢ 7 : The effective, mid- ency 
corticosteroid. pot 


Psoriasis 


a 


Eczema 





FLUONID (fiuocinolone acetonide) * Proven efficacy Fluonid has enjoyed Prescribe FLUONID 
The logical alternative °°" Seca of sinical succes (luocinolne acetonide) the 
because it provides: esofev thon ica heuer incidence of | CLASSIC steroid from 

| a wi y ne re is a DW r Incic t nce ol : Herbert Laboratories: 


reported side effects than those associ- 


ated with more potent steroids. rapid relief at a 
e Flexibility Fluonid is available in a reasonable cost. 


full range of dosage forms: solution 
0.01%. cream 0.01% and 0.025%, and 
ointment 0.025%. 


e Economy There are substantial savings 
for vour patients — a prime consideration 
when you choose therapy. Herbert Laboratories, Irvine, California 92713 





Please see next page for summary of prescribing information 


est 
b 
FLUONID» 


(fluocinolone acetonide) 


Fluonid® Ointment 0.025% 
Fluonid® Cream 0.01% 

Fluonid® Cream 0.025% 
Fluonid® Topical Solution 0.01% 


CONTAINS: 
Fluonid Ointment 0.025% 
fluocinolone acetonide 


Fluonid Cream 0.025% 
fluocinolone acetonide 


Fluonid Cream 0.01% 
fluocinolone acetonide 


0.25 mg/g 
0.25 mg/g 


0.1 mg/g 


Fluonid Topical Solution 0.01% 
fluocinolone acetonide 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


0.1 mg/ml 


Should not be used when circulation is markedly 
impaired. 


WARNINGS: 


USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregnant females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. In some patients 
with dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 





Manufactured by: 
Marion Laboratories, Inc. 
Kansas City, Missouri 64137 


Distributed by: 

Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
2525 Dupont Drive 

Irvine, California 92713, U.S.A. 


You'll find nearly 100 pages of 
medical motion picture titles and 


LR 


x HALE 
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a quick reference 


to the AMA’s large collection 


of medical films 
and its yours free 


with the coupon below 


on loan basis for a slight 
charge. 


descriptions in this new catalog— 


well over 300 titles and many of 


them brand new! All are available 





American Medical Association 
535 N. Dearborn St. 

Chicago, Ill. 60610 

ATTN: Dept. of Audio Visual 
Self Learning Programs. 


Please send me your catalog: 
AMA Medical Health Film Library 
1976 


Name 
Title 
Organization 
Address 

City 
State/Zip 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn"* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. (Technique 
color imposed on photomicrograph, magnified 130X.) 


Lidex 


(fluocinonide) 
OOD sm 








SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 





LIDEX (fluocinonide) 
Cream and Ointment 0.05% 


LIDEX’-E (fluocinonide) 
Cream 0.05% 


TOPSYN' (fluocinonide) 


Gel 0.05% 


Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula 6a, 9-difluoro- 
118, 16a, 17, 21-tetrahydroxypregna-1, 4-diene-3. 


20-dione. cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG* cream, a cream base of stearyl alcohol, 
polyethylene glycol 6000, propylene glycol. l, 2, 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining. anhydrous and 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an cintment. The active ingredient is 
totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. in a 
water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and purified water. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene glycol. propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene) with NaOH and/or HC! 
added to adjust the pH. This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manitestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation 


Precautions If irritation develops, discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 


nique is used, there will be increased systemic absorp- 


tion of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 


The satety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis. maceration of the skin. 
secondary infection, skin atrophy, striae, miliaria. 
Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 

How Supplied 

LIDEX Cream 0.05% — 15g., 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g., 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g.. 30g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g.. 30g. and 60g. tubes 
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A valuable guide to diagnostic and therapeutic procedures 
for the cancer patient 


Current Concepts in Cancer 


While national attention focuses on cancer through specialized cancer 
centers, physicians are aware that the majority of cancer patients 
are treated in office practices. For most practicing physicians, can- 
cer treatment is not a research objective, but a very practical prob- 
lem in patient management. 


Current Concepts in Cancer, a compilation of articles originally 
published in the Journal of the American Medical Association, is 
designed to be a guide for the practitioner in the choice of diagnostic 
and therapeutic procedures for many types of malignancies. It pre- 
sents an objective interdisciplinary view by MDs outstanding in their 
respective fields, emphasizing principles of diagnosis and surgical, 
radiotherapeutic, and chemotherapeutic treatment. 


Make this important resource a part of your reference file. Order 

your copy today. 
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qj American Medical Association S/J p 
535 North Dearborn Street 
Chicago, Illinois 60610 


Please send me ______ copy(ies) of Current Concepts in Cancer 
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Guide pratique de mycologie médicale et vétéri- 
naire, by R. Vanbreuseghem, C. de Vroey, and M. 
Takashio, 264 pp, 414 illus, Paris, Masson, 1978. 

The Practical Guide to Medical and 
Veterinary Mycology by Vanbreu- 
seghem et al is an excellent contribu- 
tion to these fields and to dermatology 
in general. It is not only a practical 
guide, but can also be considered an 
atlas because of its well-done illustra- 
tions. 

The book is divided into three 
sections. The first gives a general 
review of mycosis and pseudomycosis, 
the second is a brief and very didactic 
summary of all agents causing myco- 
sis or pseudomycosis, and the third 
describes the techniques and culture 
media the authors found most useful 
in detecting and diagnosing mycologic 
diseases. This book is a must for every 
medical library, for the dermatologist, 
mycologist, pathologist, veterinarian, 
and biologist, for any physician inter- 
ested in mycology, and for medical 
students and general practitioners. I 
hope this book will be translated into 
other languages, since it deserves 
wider distribution. 

RAFAEL ANDRADE, MD 
Durango, Mexico 


Atlas of Dermatology, by Gernot Rassner, 
assisted by Monika Knickenberg, translated and 
edited by Guinter Kahn, 200 pp, 201 color illus, 
Munich, Germany, Unban and Schwarzenberg, 
1978. 

This book contains 201 color illustra- 
tions, almost all of excellent quality. 
The trueness of the colors and the 
large size of the pictures make them 
exceptionally instructive. In addition 
to the unusually large format, the 
special features of this atlas include 
an introduction on structure and func- 
tion of the skin and the definition of 
skin lesions and their classification by 
site. This section, part 1, is illustrated 
by diagrammatic black-and-white 
drawings. In part 2, the color photo- 
graphs of the dermatologic diseases 
are grouped as follows according to 
the principal sites and structures 
affected: diseases of the cutis, the skin 
appendages, the pigmentary system, 
the subcutaneous tissue, the blood 
vessels, the nervous system, the lips 
and oral tunica mucosa, the anal and 
perianal region, and the external 
genitalia. Each color photograph is 
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accompanied by a brief, clear descrip- 
tion and the noteworthy features are 
pointed out. The structures affected 
in the different divisions are illus- 
trated by diagrammatie black-and- 
white drawings. 

There have been numerous color 
atlases of dermatology published in 
recent years. The special features just 
mentioned, the large format of the 
illustrations and the trueness of the 
color reproductions, make this Ger- 
man atlas and the excellent transla- 
tion by Guinter Kahn one of the best 
and most useful. It is an exceptionally 
good value for its price, about $26. 

MARION B. SULZBERGER, MD 
san Francisco 


Paraneoplasien, Tumorsyntropien und Tumorsyn- 
drome der Haut, by M. Hagedorn, G. F. Hauf, and 
C. Thomas, 134 pp, 37 illus, New York, Springer- 
Verlag, 1978. 


Dermatologist Hagedorn and pa- 
thologists Hauf and Thomas, all of the 
University of Freiburg, West Germa- 
ny, present a monograph based on the 
evaluation of 704 cases. It deals with a 
relatively new concept of cutaneous 
paraneoplastie syndrome, an entity 
that had previously been expounded in 
the German dermatologic literature 
by Herzberg. 

The authors divide cutaneous para- 
neoplasia into ten groups and devote 
individual chapters to their definition, 
pathogenesis, pathologic anatomy, 
and clinical picture. The chapters 
include the following: (1) acanthosis 
nigricans maligna; (2) ichthyotie and 
keratotic dermatoses (acrokeratosis 
Bazex, ichthyosis acquisita, tylosis 
palmaris et plantaris); (8) erythemas 
(erythema multiforme, figuratum, gy- 
ratum repens); (4) bullous dermatoses 
(dermatitis herpetiformis, bullous 
pemphigoid, pemphigus vulgaris); (5) 
acrodermatitis (chronica atrophicans); 
(6) diseases of hair (hypertrichosis 
lanuginosa et terminalis acquisita, 
mucinosis follicularis); (7) distur- 
bances of pigment; (8) diseases of 
blood vessels of the skin (thrombo- 
phlebitis migrans); (9) collagen dis- 
eases (dermatomyositis, lupus ery- 


thematosus); and (10) metabolic 
disturbances (porphyria cutanea 
tarda). 


The main criterion characterizing a 
dermatosis as paraneoplasia is that it 


be caused by a tumor and influenced 


by the tumor’s course. After removal 
or regression of the tumor, the derma- 
tosis improves or subsides. 

The authors distinguish tumor syn- 
tropies of the skin from cutaneous 
paraneoplasias, although a true dis- 
tinction is not always possible. These 
chapters deal with herpes zoster, 
Bowen’s disease, and various skin and 
organ tumors. A variety of cutaneous 
tumor syndromes, including neurocu- 
taneous diseases, are described in 
separate chapters. 

The text of 134 pages is accompa- 
nied by 37 black-and-white- clinical 
and histologic illustrations. A short 
index is attached. The literature 
covers the pertinent international 
sources satisfactorily. 

Dermatologists, internists, and on- 
cologists conversant with the German 
language who want to acquaint them- 
selves with the concept of cutaneous 
paraneoplasia and try to bring it into 
context with tumor syntropies and 
tumor syndromes of the skin will 
find this monograph challenging read- 
ing. 

ALFRED HOLLANDER, MD 
Springfield, Mass 


Dermabrasion and Chemical Peeling in the Treat- 
ment of Certain Cosmetic Defects and Diseases of 
the Skin, by James W. Burks, Springfield, Ill, 
Charles C Thomas Publishers, 1978. 


If it were possible to learn to do 
dermabrasions by reading a book, 
then this would be the book to read. 
The description of the technique of 
the procedure and the chapters on 
selection of patients, indications and 
contraindications, and complications 
are very detailed and complete. The 
impression that the book gives at first 
reading is one of having taught it all. 
Such minor defects as the uneven 
quality of the clinical photographs do 
not alter that impression. 

More careful reading, however, re- 
veals that this book is really a very 
personal statement. It is based on 
25,000 dermabrasions (that’s right, 
25,000!) done by the author. It is hard 
to argue with that much experience. 
Yet, despite the effort to justify and 
explain it all, some obvious personal 
prejudices appear. For example, rou- 
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tine oral steroids are prescribed for 
every patient undergoing dermabra- 
sion. Also, routine prophylactic anti- 
biotics are administered to every 
patient. Many physicians who do 
dermabrasions would disagree with 
Burks’ preference for wire brushes 
over diamond-chip abrasive wheels 
and his choice of nitrous oxide (and 
the cumbersome blower it requires) as 
the refrigerant rather than a fluori- 
nated refrigerant (Freon). 

But those are probably not at all 
serious faults, and for the physician 
just learning the procedure, a great 
deal can be gotten from this book. The 
single chapter on chemical peeling by 
George Farber does not justify the 
space in the title given to that proce- 
dure. It is clear and simply presented, 
however, and answers most of the 
questions anyone would have about 
chemical peeling. 

A separate chapter on the psycho- 
logical aspects of dermabrasion makes 
interesting reading. Written by a 
psychologist, the approach is very 
different from that of the dermatolo- 
gist. It adds to the mass of material in 
the book that is used to justify derma- 
brasion to the physician who does not 
perform it or who, perhaps, is 
unaware of the need to refer patients 
for the procedure. Of course, the 
physician who sees numbers of pa- 
tients who have been abraded proba- 
bly doesn’t need to be convinced of its 
benefits, but everyone may need 
Burks’ reminders that perfection is 
not to be expected. 

FRED Levit, MD 
Chicago 


Atlas of Tumors of the Skin, edited by Alfred W. 
Kopf, Robert S. Bart, and Rafael Andrade, 304 
pp, 911 illus, $75, Philadelphia, WB Saunders Co, 
1978. 

Students of dermatology at all 
levels of training and dermatologists 
in practice need a considerable reser- 
voir of clinical photographs at their 
fingertips to evaluate accurately le- 
sions they see as well as for student/ 
patient instruction. Standard texts 
usually have space for only a few 
illustrations of clinical entities, and if 
one is included, it is usually a black- 
and-white photograph. For this rea- 
son, it is very helpful to have a single, 
easy-to-use source in color that depicts 
most types of benign and malignant 
cutaneous tumors and, in some in- 
stances, several variants of the same 
tumor. 

"This atlas consists of illustrations 
culled from 45,000 photographs taken 
of tumors seen since 1955 by the On- 
cology Section of the Skin and Cancer 
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Unit, New York University Medical 
Center. The photographs are arranged 
alphabetically and the book has an 
index that is complete and compre- 
hensive. The written text consists of 
two- to four-lined descriptions of 
almost all cases indicating the pa- 
tient's sex and age at time of consul- 
tation, the duration of the lesion as 
stated by the patient, the site of the 
photographed lesion, and whether the 
diagnosis was histologically verified. 
No other written material is included, 
since the authors consider this atlas a 
companion volume to the comprehen- 
sive textbook, Cancer of the Skin, 
edited by Rafael Andrade et al. The 
greatest number of illustrations under 
one heading is 95 under basal cell 
carcinoma. 

Criticisms of this book are few. The 
reason for including entities such as 
benign acanthosis nigricans in an 
atlas depicting tumors is not clear to 
me, but such examples are few. I felt 
that a better attempt could have been 
made to subclassify the various 64 
examples of hemangiomas. 

The quality of these photographs is 
excellent. Most of the pictorial back- 
grounds are neutral and do not 
distract from the main objective of 
the photograph. Careful cropping of 
the prints to minimize potentially 
distracting features of some photo- 
graphs is well done. In several cases, 
the depth of field has been carefully 
controlled by the photographer to best 
illustrate the desired clinical feature. 
The quality of color print reproduction 
from color slides is outstanding and 
easily explains the cost of this atlas. 

Useful hints for photographing var- 
ious lesions can also be gleaned from 
this book. An example taken from the 
text is to soak the hands of a patient 
with basal cell nevus syndrome in 
water to produce a striking white 
macerated areola that highlights the 
pink palmar pits. Other hints on 
photographie techniques can be ascer- 
tained indirectly by interpreting from 
the various photographs the proper 
photographic distance and frame size 
for a given tumor. The point source of 
light angle and photographie angle 
can also be judged from the shadows 
noted in the photographs and the 
reflections from the light source. 

This atlas, showing an encyclopedic 
collection of benign and malignant 
cutaneous tumors, should be of great 
help to persons involved in self- 
instruetion or those interested in 
student, physician, and patient teach- 
ing. 

LEONARD J. SWINYER, MD 
Salt Lake City 
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Head & Shoulders: 


Active Ingredient Zinc Pyrithione 
suspended in an Anionic Detergent 
System 


COMPOSITION: 

Lotion: Zinc Pyrithione in a shampoo 

base of Water; Tea-Lauryl Sulfate; 

Cocamide MEA; Triethanolamine; 
Magnesium Aluminum Silicate; 4 
Hydroxypropyl Methylcellulose; 

Fragrance; FD&C Green #3; and D&C 

Green #5. 


Cream: Zinc Pyrithione in a shampoo 
base of Water; Sodium Cocoglyceryl 
Ether Sulfonate; Sodium Chloride; 
Sodium Lauroyl Sarcosinate; Cocamide 
DEA; Cocoyl Sarcosine; Fragrance; FD&C 
Green #3; and D&C Green #5. 


INDICATIONS: 
Treatment of dandruff and seborrheic 
dermatitis of the scalp. 


PRECAUTION: 

Not to be taken internally. Keep out of 
children’s reach. Avoid getting shampoo 
in eyes —if this happens, rinse eyes 
thoroughly with water. 


DOSAGE: 

Use at least twice a week initially for two 
weeks, and ad libitum thereafter. A 
minimum of four shampooings are 
recommended before full antiseborrheic 
effectiveness should be expected. Testing 
shows that Head & Shoulders is safe and 
gentle enough to use for every shampoo. 


SUPPLIED: 

Lotion form available in 4.0 fl. oz., 
7.0 fl. oz., 11.0 fl. oz., 15.0 fl. oz. 
Cream form available in 2.5 oz. and 


4.0 oz. jars or 17 oz., 2.5 oz., 4.0 0z., 
and 7.0 oz. tubes. 
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Orentreich, N., et a/.: Comparative study of two 
antidandruff preparations, J. Pharm. 


Sci. 58 :1279 (Oct.) 1969. 
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“B” products were Head & Shoulders, 
a 2.5% selenium sulfide suspen- 
effect. 
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A therapeutic shampoo 
with zinc pyrithione 


t Data on file at Procter & Gamble. 
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N % improvement in scalp condition 
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13% clinical studies cosmetic acceptability 
2.5% selenium Results of two double-blind Head & Shoulders is as mild 

hee clinical studies, graphically to the hair as the leading baby 
shown at left, demonstrate that shampoo! and gentle enough to 
Study on file at Procter & Gamble. Head & Shoulders is as effective be used every time your patient 

% improvement in scalp condition in reducing the severity of dan- shampoos. It is cosmeti- 
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change in normal sham- 
pooing habits is required 
to achieve a therapeutic 
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thet reduces embarreissing 
redness wnile encouraging 
treatment compliance 


KOMED HC 


(hydrocortisone acetate 0.5%, sodium 


thiosulfate 8%, salicylic acid 2%) 


Your patients compliance with 


prescribed treatment is often as 


important as the therapy itself. 


Daytime application of KOMED*HC 
helps reduce both acne redness 
and inflammation that frequently 


results from harsher treatment. 


The KOMED HC combination of anti- 
inflammatory and anti-acne agents — 
gently controls acne during the day, ` 
encouraging patient compliance 


with ongoing therapy. 


Effective daytime control for 


acne vulgaris 





—— 


Unique skin-drying base 
reduces surface oiliness 





_Colorless, odorless — works 
Teven if patient applies makeup 


DEDICATED TO THE PROTECTION 
OF THE HUMAN TERRAIN 


F ® 
KOMED HC 
For daytime control of acne and inflammation 
Tdue to harsher anti-acne agents. 


Contraindications: Topical steroids are contraindica- 
ted in those patients with a history of hypersensitivity 
to any of the components of the preparation. 
Precautions: If irritation develops, the product should 
be discontinued and appropriate therapy instituted 

In the presence of an infection. the use of an appropri- 
ate antifungal or antibacterial agent should be insti- 
tuted. If a favorable response does not occur promptly, 
the corticosteroid should be discontinued until the infec- 
tion has been adequotely controlled 

if extensive areas are treated or if the occlusive tech- 
nique is used. there will be increased systemic absorp- 
tion of the corticosteroid and suitable precautions 
should be taken., particularly in children and infants 
Although topical steroids have not been reported to 
have an adverse effect on human pregnancy, the safety 
of their use in pregnant women has not been absolutely 
established. In laboratory animals, increases in inci- 


dence of fetal abnormalities have been associated > 
with exposure of gestating females to topical cortico- 
steroids. Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, or 
for prolonged periods of time. Not for ophthalmic use 
or use around the eyes. 

Adverse Reactions: The following local adverse re- 
actions have been reported with topical cortico- 
steroids especially under occlusive dressings: burn- 
ing. itching, irritation, dryness, folliculitis, hypertricho- 
sis, acneform eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, maceration 
of the skin, secondary infection, skin atrophy. striae, 
and miliaria i 
BARNES-HIND PHARMACEUTICALS, INC. 
Sunnyvale, California 94086 


© 1979 Barnes-Hind Pharmaceuticals, Inc 
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A New Book! BOTANICAL DERMATOLOGY: 
Plants and Plant Products Injurious to the Skin. By 
JOHN MITCHELL, M.D., The University of British 
Columbia, Vancouver, Canada, and ARTHUR ROOK, 
M.D., Addenbrooke's Hospital, Cambridge, England. 
Foreword by MARION B. SULZBERGER, M.D., San 
Francisco, California. (6 Contributors). Taking a clin- 
ical, botanical and biochemical approach, this new 
book presents a definitive, in-depth view of plants 
and plant products that are injurious to human skin. 
The text covers an enormous number of wood and 
plant materials and is arranged in an orderly, logical 
and scientific manner by classification in botanical 
family, genus and species. Interactions of the plant 
kingdom and the skin are clearly referenced, and 
important phytochemical information concerning 
afflicted persons and plant aggressors is included. 
The authors, both practicing dermatologists, present 
a distillation of knowledge from phytochemistry, 
immunology, toxicology, pharmacy, pharmacogno- 
sy, cosmetology, perfumery, horticulture, farming 
and other areas and activities by which plants come 
in contact with the skin. An extensive index of 
scientific names is provided. 787 pp., 1979, $39.50. 


A New Edition! DRUG INTERACTIONS, 4th ed. B, 
PHILIP D. HANSTEN, Pharm.D., Washington State 
University, Pullman. The clinical significance ot 
drug-drug interactions and effects of drugs on clini- 
cal laboratory test results are presented in this work 
in a concise manner that can be easily utilized in 
practice. This new edition has been expanded to 
include about two hundred additional drug-drug 
and drug-food interactions. The addition of some ot 
the more important drug-food interactions repre- 
sents a new feature of the fourth edition. About 
seventy of the drug-drug interactions present in the 
third edition have undergone major revision. The 
section on drug effects on clinical laboratory results 
has been revised, and the following new chapters 
have been added: Serum Growth Hormone, Serum 
Prolactin, Serum Glutamyl Transpeptidase. This 
edition has also incorporated algorithms for some of 
the more important drug-drug interactions, to aid in 
the resolution of specific clinical problems. All 
reactions and clinical significances are documented 
by an extensive bibliography and, where possible, 
information is given on how to counteract drug 
reaction. About 511 pp., paperback, 1979, Ready 
Soon. 


A New Book! HISTOLOGIC DIAGNOSIS OF 
INFLAMMATORY SKIN DISEASES: A Method by 
Pattern Analysis. By A. BERNARD ACKERMAN, 
M.D., New York University School of Medicine. This 
remarkable text and atlas is truly a signal contribu- 
tion to the literature of pathology and dermatology. 
It weds the gross and microscopic features of skin 
diseases and simultaneously provides a logical, 
systematic, and reproducible method of histological 
diagnosis. It provides clear instructions on how to 
diagnose lesions that are often difficult to diagnose, 
even for readers who have limited knowledge of 
general pathology or dermatology. The book differs 
from other works by a special didactic device of 
examining histologic sections by scanning magnifi- 
cation. according to a schema of nine sharply 
defined patterns that lead to either precise diagno- 
sis, or to meaningful differential diagnosis. The 
crucial characteristics for histologic diagnosis of 
many inflammatory skin diseases have been record- 
ed in outline form. Salient diagnostic features are 
further emphasized by photomicrographic and 
schematic illustrations. Clinical findings are ex- 
plained in terms of histologic findings. "Unique 
among texts on dermatopathology ...a ‘must’ for 
the serious student."—Mayo Clinic Proceedings. 863 
pp. (9 X 12), 674 illus. (includes numerous photo- 
micrographs and 39 illus. on 6 full-color plates), 
1978, $84.50. 


A New Book! CANCER DERMATOLOGY. Fdited 
and with contributions by FREDERICK HELM, M.D., 
State University of New York at Buffalo. (39 Contri- 
butors). Taking a practical, clinical approach, this 
book presents current knowledge of skin cancer and 
the cutaneous manifestations associated with inter- 
nal malignancies. Dealing with diagnosis and 
management of premalignant and malignant lesions 
of the skin, the topics are presented in a logical 
manner that enables the reader to arrive at an 
appropriate diagnosis and choose the best available 
therapy. A multi-disciplinary, comprehensive team 
approach is stressed throughout. In the first section 
of the book, etiology, epidemiology, carcinogenesis, 
relationship of trauma and cancer, and genetic 
aspects of skin cancer are discussed. In the second 
section, the different precancerous and cancerous 
conditions are outlined including soft tissue sarco- 
mas, malignant tumors of lymph and blood vessels, 
lymphomas and multiple myeloma. In the conclud- 
ing section, such diagnostic procedures as cytodiag- 
nosis and skin biopsy are outlined. Suggestions 
regarding prevention of skin malignancies are 
enumerated. Research goals, and the latest in differ- 
ent treatment modalities are discussed. Advantages 
and disadvantages of the different methods of treat- 
ment are set forth. 507 pp. (7 X 10), 314 illus. 
(includes 19 illus. on 3 full-color plates), 1979, 
$45.00. 
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e Safety of Hydrocortisone 
v . . . . 
€ Available in a wide variety of sizes, 
strengths, and forms 
. 
€ Economical 
€ Color-coded for easy identification 
nutracort* ( Hydrocortisone). . . cream, lotion, gel 
Description: Nutracort* (Hydrocortisone 0.5% and 1.0%): Cream Base: Sodium Lauryl Sulfate, Light 
f Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Synthetic Spermaceti, 
N Dimethicone, Edetate Sodium, Sorbitol Solution, Carbomer-941, Ammonium Hydroxide, Sorbitan 
Monostearate, Isopropyl Palmitate, Purified Water, and Certified Color. Lotion Base: Sodium Lauryl Sulfate, 
ka Light Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Sorbitan Monostearate, 
Glyceryl Monostearate, Edetate Sodium, Purified Water, and Certified Color. 
Nutracort® Gel: 1.0% Hydrocortisone in a vehicle of Propylene Glycol, Alcohol 22% (w/w), Hydroxypropyl 
Cellulose, and Citric Acid. 
Actions: Topical steroids are primarily effective because of their anti-inflammatory, anti-pruritic, and 
vasoconstrictive actions. 
Indications: For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 
Contraindications: Topical steroids are contraindicated in those patients with a history of 
hypersensitivity to any of the components of the preparation. 
= Precautions: If irritation develops, the product should be discontinued and appropriate therapy 
instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial agent 
NY presenc pprop g age 
Q should be instituted. If a favorable response does not occur promptly, the corticosteroid should be 
77 discontinued until the infection has been adequately controlled. If extensive areas are treated or if the 
A occlusive technique is , the possibility exists of incre systemic a tion of the 
; VN lusi hnique is used, the possibility exists of increased ic absorption of th 
SS corticosteroid and suitable precautions should be taken, particularly in children and infants. 
as Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not absolutely been established. In laboratory 
animals, increases in incidence of fetal abnormalities have Lon associated with e ure of 
gestating females to topical corticosteroids, in some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on pregnant patients, in large amounts, or for 
prolonged periods of time. The product is not for ophthalmic use. 
r Adverse Reactions: The following local adverse reactions have been reported with topical 
corticosteroids, especially under occlusive dressings: burning, itching, irritation, ess, 
folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral dermatitis, allergic 
contact dermatitis, maceration of the skin, striae, and miliaria. 
Dosage and Administration: Apply to affected area 3 or 4 times daily. 
How Supplied: Nutracort® Lotion 1.0% in 2 fl. oz., 4 fl. oz., and ı gal. bottles; 
0.5% in a fl. oz. and 4 fl. oz. bottles. Nutracort® Cream 0.5% in 2 oz. and 4 oz. jars; 1.0% in 2 oz. 
and 4 oz. jars and 1 lb. jars. Nutracort® Gel 1.0% in 15 g. and 60 g. tubes. 
Store at room temperature 
FOR TOPICAL USE 
CAUTION: FEDERAL LAW PROHIBITS DISPENSING 
WITHOUT PRESCRIPTION 
Owen 
Owen Laboratories, Dallas, Texas 75234 
Division of Alcon Laboratories, Inc. 
. 
team with 1% 
Hydrocortisone 
—— — 
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For superior sunscreen protection, 
PreSun*? was formulated to meet the 
criteria you want. 


Excellent Penetration into the horny 
layer of the skin with PABA: 

In a well-controlled study using a uniform 
light source to produce erythema, PABA 
in an alcohol solution was found to be 
readily absorbed into the stratum 
corneum, providing excellent sunscreen 
protection and substantivity. To demon- 
strate PABA's reservoir effect, the treated 
test sites (on the subjects' backs) were 
subjected to ten cellophane tape strip- 


of the horny layer. Even after this severe 
test, PABA was shown to provide many 
times greater protection than other 
proprietary sunscreens on 

unstripped skin.! 


pings, which removed approximately half | 


it protects ` 





In addition, PreSun® provides these 
added benefits: 


Excellent absorption between 290 and 
320 nm 

Minimal toxic or sensitizing properties 
High patient acceptability 

Nongreasy 

Invisible on the skin 

Contains an emollient 


PreSun*. . formulated for you and your 
,patient's best interests. 
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Willis |, Kligman AM: Aminobenzoic acid and its esters. 

Arc Dermatol 102:405-417, 1970. 

Pathak MA, Fitzpatrick TB, Frenk E: Evaluation of topical 
agents that prevent sunburn —superiority of para-aminobenzoic 
d ester in ethyl alcohol. N Engl J Med 280:1459- 
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. Fitzpatrick TB: Sunlight and Man. Tokyo, University of Tokyo 
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When the indications surface... 


Net wt 1 oz 
^ 


Each gram 
contains: Aerosporin® 
(Polymyxin B Sulfate) 5,000 
units, bacitracin zinc 400 units, neomy- 
cin sulfate 5 mg (equivalent to 3.5 mg neomycin 
base), special white petrolatum qs; in tubes of 1 oz 
and 1/2 oz and 1/32 oz (approx.) foil packets. 


INDICATIONS: Therapeutically, (as an adjunct to sys- 
temiatherapy when indicated), for topical infections, 
primary or secondary, due to susceptible organisms, as 
in: infected burns, skin grafts, surgical incisions, otitis 
externa; primary pyodermas (impetigo, ecthyma, 
sycosis vulgaris, paronychia); secondarily infected 
dermatoses (eczema, herpes, and seborrheic derma- 
titis); traumatic lesions, inflamed or suppurating as a 
result of bacterial infection. Prophylactically, the 


Net wt 1/2 oz 


ointment 
may be used to 
prevent bacterial contamina- 
tion in burns, skin grafts, incisions, and 
other clean lesions. For abrasions, minor cuts 
and wounds accidentally incurred, its use may prevent 


the development of infection and permit wou nd healing. 


CONTRAINDICATIONS: This product is contrain- 
dicated in those individuals who have shown hypersen- 
sitivity to any of its components. Do not use in the eyes 
or in the external ear canal if the eardrum is perforated. 


WARNING: Because of the potential hazard of 
nephrotoxicity and ototoxicity due to neomycin, care 
should be exercised when using this product in 
treating extensive burns, trophic ulceration and other 
extensive conditions where absorption of neomycin 
is possible. In burns where more than 20 percent of 
the body surface is affected, especially if the patient 
has impaired renal function or is receiving other 
aminoglycoside antibiotics concurrently, not more 
than one application a day is recommended. 


When using neomycin-containing products to control 


Net wt 1/32 oz 
(approx) 








secondary 
infection in the chronic 
dermatoses, it should be borne in 
mind that the skin is more liable to become 
sensitized to many substances, including neomycin. 
The manifestation of sensitization to neomycin is 
usually a low grade reddening with swelling, dry 
scaling and itching; it may be manifest simply as failure 
to heal. During long-term use of neomycin-containing 
products, periodic examination for such signs is 
advisable and the patient should be told to discontinue 
the product if they are observed. These symptoms 
regress quickly on withdrawing the medication. 
Neomycin-containing applications should be avoided 
for that patient thereafter. 


PRECAUTIONS: As with other antibacterial prepara- 
tions, prolonged use may result in overgrowth of 
nonsusceptible organisms, including fungi. 
Appropriate measures should be taken if this occurs. 


ADVERSE REACTIONS: Neomycin is a not 
uncommon cutaneous sensitizer. Articles in the 
current literature indicate an increase in the 
prevalence of persons allergic to neomycin. 
Ototoxicity and nephrotoxicity have been reported 
(see Warning section). 


Complete literature available on request from 
Professional Services Dept. PML. 
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IMPROVED 


SELSUN ; 


(SELENIUM SULFIDE LOTION, U.S.P.) 


Nicer fragrance 
Lighter color 
Richer sudsing 


Same efficacy 
and safety 


as the formula proved 
in millions of cases for 
over a quarter century 


BRIEF SUMMARY 


Contains: Selenium sulfide, 2%2%, 
w/v; bentonite; lauric diethanolamide; 
ethylene glycol monostearate; tita- 
nium dioxide; amphoteric—2; sodium 
lauryl sulfate; sodium phosphate (mon- 
obasic); glyceryl monoricinoleate; 
citric acid; captan; perfume; and 
water. 

Indications: For the treatment of dan- 
druff and seborrheic dermatitis of the 
scalp. 


Contraindications: Should not be used 
by patients allergic to any of its com- 
ponents. 


Warnings: Safety for use on infants 
has not been established. 


Precautions: Cutaneous sensitization 
of the scalp or adjacent areas has 
been reported; if sensitivity reactions 
should occur, discontinue use. Chemi- 
cal conjunctivitis may result if product 
enters the eyes. Do not use when 
acute inflammation or exudation is 
present as an increase in absorption 
may occur. 


Adverse Reactions: As with other 
shampoos, oiliness or dryness of the 
hair and scalp may occur following 
use; there have been occasional re- 
ports of an increase in the amount of 
normal hair loss. Hair discoloration 
may occur; can be avoided 

or minimized by thorough c) 
rinsing. 8033233 


IMPROVED 


Selsun:..the sweet smell of success. 


(SELENIUM SULFIDE LOTION, U.S.P.) R 


* Nicer fragrance 
* Lighter color 
* Richer sudsing 
‘or Brief Summary. * Same efficacy and safety 


?lease see opposite page 





NAY C "d er ES 

Vie @ ke. © Gann a C 
LOGICALLY CREAR 
caus VN 





- Theone-course 


. In4 of every 5 patients tested:* 





antifungal. 


Four of every five patients on MicaTin 
needed only one course of therapy to 
clear their infections and keep them clear, 
in well-controlled, double-blind clinical 
trials of over 200 patients. * 


MicaTin provided mycological clearance 
(KOH and culture) in 8396 and clinical 
clearance or improvement in over 9096 of 
patients treated for tinea pedis, t tinea cor- 
poris, t tinea cruris, t candidiasis, and tinea 
versicolor. 


When those patients who were suc- 
cessfully treated and available for follow- 
up were given a post-treatment evalua- 
tion 2 to 4 weeks later, 9296 of them were 
found to be still clinically and mycologi- 
cally clear of their infection. 


Even in the toughest cases, in the 
toughest climate. 

The results of a double-blind, controlled 
study ' of 100 patients with t. pedis 


— 
Micali 
miconazole 
"Nitrate 2% 











conducted in the tropics reported the 
following: 

After a month of therapy, 90% of the 
patients were found to be clinically and 
mycologically clear. One month of 
post-treatment follow-up showed that 
93% of these patients maintained a good 
clinical and mycological response. This 
Study confirms the promise of MicaTin as 
the one-course antifungal. 


With these important clinical and 
patient benefits. 

SYMPTOMATIC RELIEF IS FAST —usually 
within 72 hours. 


SIDE EFFECTS RARELY OCCUR —see full 
prescribing information for complete list of 
Side effects and contraindications. 


ECONOMICAL FOR TWO REASONS — 
economically priced, and, in most cases, 
one course of therapy clears the infec- 
tion..and it stays clear. 


90 effective 

the first time around, 
its seldom needed 

a second. 


Before prescribing, please consult 
complete product information, a 
summary of which follows: 
Indications: For topical application in 
the treatment of tinea pedis (athletes 
foot), tinea cruris, and tinea corporis 
caused by Trichophyton rubrum 








treatment of cutaneous candidiasis 
(moniliasis], and in the treatment of 
tinea versicolor 

Contraindications: MicaTin has no 
known contraindications 
Precautions: If a reaction suggesting 
sensitivity or chemical irritation should 
occur, use of the medication should 
be discontinued. 

For external use only. Avoid 
introduction of MicaTin brand 3 
miconazole nitrate cream 296 and 
lotion 296 into the eyes 

Adverse Reactions: There have been 
isolated reports of irritation, burning, 
and maceration associated with 
application of MicaTin. 

How Supplied: MicaTin brand cream 
296 containing miconazole nitrate at 
2% strength is supplied in 3 oz., | oz. 
and 15 g. tubes. MicaTin brand lotion 
296 containing miconazole nitrate at 
296 w /w strength is supplied in 
polyethylene squeeze bottles in 
quantities of 12 and 30 ml 


*Data on file, Johnson & Johnson. 


T. corporis, t. cruris, and candidiasis 
should be treated B.I.D. for 2 weeks, 
t. versicolor once daily for 2 weeks, 
and t. pedis B.I.D. for one month 


fWhen infecting organisms are 


Trichophyton rubrum, Trichophyton 
mentagrophytes and Epidermo- 
phyton floccosum. 


Reference: |. Ortiz, L.G. and Papa, 
C.M.: Clin. Therap. | (No. 6) : 444, 1978 


AN ETHICAL SPECIFIC FROM THE 
DERMATOLOGICAL DIVISION OF 


PRODUCTS | INC. 


New Brunswick, New Jersey 08903 
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Ihe Emprror’s new clothes, it is said, 
were made from the finest gold tfiread. 
But the fiercest of itch 
caused His Highness to switch 
to the suit that he woré to his bed. 








For itching and redness due to inflammation caused by corticosteroid-responsive dermatosis 


Cordran works 


y flurandrenolide & 
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Please see adjoining column for summary of prescribing information 
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Description: Cordran is a potent corticosteroid ATI mM p 


aerate me | | firing Ul ly 


of its anti-inflammatory, antipruritic, and vaso- ITI 
constrictive actions. HUC 
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Britain employs a predominantly nationalized 
free-to-user health care system. France offers 
its citizens a comprehensive health and social 
insurance system. 


These highly readable, comprehensive studies, 
prepared by a research firm in London and pub- 
lished by the American Medical Association, offer 
an opportunity to step inside each system to ex- 
amine its administration...evaluate its achieve- 
ments and problems...and to get a feel for what 
it's like to use it and work within it. 


What's more, you'll learn how and why the pre- 
sent systems evolved...how they are financed 
...the range and quality of services available... 
the training and distribution of medical person- 
nel...and what effects each system has had upon 
the health of the general population. 


Everyone in the medical profession should read 
both of these fascinating studies on how other 
nations have organized the delivery of health care. 





-THE ONLY WAY TO 
-END THE EPIDEMIC 
IS OVER HER DEAD 





Kill the female itch mite (sarcoptes 
scabiei) and you've stopped the current 
scabies epidemic. Because when she 
burrows deep into the stratum corneum, 
she defies diagnosis and resists removal 
by surface-acting medications and 
cleansers. Her success has been making 
headlines around the country— with re- 
ports of scabies outbreaks in rural and 
suburban areas as well as in the cities. 

A quick and simple diagnosis. 
Scabies can mimic a number of der- 
matological conditions,'-? such as urticaria, furunculosis 
and dermatitis—as well as syphilis, with which it may 
coexist. But there's an almost foolproof way to recognize 
it. Even in the absence of the fierce nocturnal itching? and 
the lesion distribution characteristic of the disease 
(hands, wrists and elbows in 9 out of 10 cases),’ a quick 
microscopic look can confirm your scabies diagnosis. 

To demonstrate the itch mite, look for an unscratched, 
inhabited burrow (wherever the patient says he itches at 
that very moment is a likely spot). Use a strong light, a 
magnifying glass and a surgical blade to which a drop of 
mineral oil is added. Scrape several sites. Transfer the 
material to a slide, cover and examine under low power 
magnification." (If you don't spot any parasites in egg, 
larvae or adult stages, look for their red fecal compac- 
tions. They can be just as diagnostic.) 

Kwell: penetrating action to kill mites, their eggs and 
larvae. Once you've found scabies, there's a positive way 
to eradicate it. Kwell (196 gamma benzene hexachloride) 
Lotion or Cream. It penetrates to reach the scabietic bur- 
rows, kill the female mites and, of course, the less tena- 
cious males, as well as their eggs and any larvae that may 
have hatched. In fact, Kwell works so consistently and 
well against scabies that it has been the most widely 
prescribed scabicide for three decades. 


Cream/Lotion 





Nearly 10096 effective. The clinical 
record of Kwell has never been sur- 
passed by any other pediculicide. It is 
“nearly 100% effective,"' and often 
B works with a single application 
; (a second or third application may be 
made at weekly intervals, if needed). 
Your patients will appreciate the low 
risk of sensitization and irritation.** 
And you will appreciate that Kwell 
works so predictably that it serves to 
confirm your diagnosis of scabies. 
Not many pharmaceutical preparations can match that 
record of dependability. 

Contraindications: KWELL is contraindicated in individuals with known 
hypersensitivity to the product or to any of its components. 


Precautions: If accidental ingestion occurs, prompt institution of gastric 
lavage will rid the body of large amounts of the toxicant. However, since 
oils favor absorption, saline cathartics for intestinal evacuation should be 
given rather than oil laxatives. If central nervous system manifestations 
occur, they can be antagonized by the administration of pentobarbital, or 
phenobarbital. 

If accidental contact with the eyes occurs flush with water. If irritation or 
sensitization occurs discontinue this product and consult a physician. 


Adverse Reactions: Eczematous eruptions due to irritation from this 
product have been reported. 

Available on prescription as Kwell Lotion in 2 and 16 fl. oz. bottles, and as 
Kwell Cream in 2 oz. and 1 lb. jars. See package insert for complete 
prescribing information. 

References: 1. Patient Care 7:94, Nov. 1, 1973. 2. Stankler, L.: Prac- 
titioner 210:803, June 1973. 3. Domonkos, A. N. (ed.): Andrews’ Dis- 
eases of the Skin: Clinical Dermatology, ed. 6, Philadelphia, W.B. Saun- 
ders Company, 1971, pp. 511-513. 4. Muller, G., et al: Arch. Dermatol. 
107 :70, Jan. 1973. 5. James, B. H. E.: Br. Med. J. 1:178, Jan. 15, 1972. 

6. Sollman, T.: A Manual of Pharmacology, ed. 8, Philadelphia, 

W. B. Saunders Company, 1957, p. 178. 
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An unsurpassed standard of therapy 


PLASTIC/ENT SURGEONS 
DERMATOLOGISTS 


We are a multi-office group expanding in California. 
There are now 16 associates including 8 Board 
Certified/Qualified Surgeons (ENT or Plastic) and 
Board Certified/Qualified Dermatologist. Dermatolo- 
gist can exceed $6,000/MO. The opportunities are for 
full or part-time positions in California and Hawaii. 


If you are Board Certified or Eligible, we have the 


capability of enhancing your present skills with 
additional training, if needed. We do maintain a strict 
division of services according to training. Remunera- 
tion and opportunity for ownership participation are 
excellent. 


We advertise our services in good taste. We are 
dedicated to providing high quality medical services. 
We invite your personal inspection of our facilities. If 
you have further interests, please send your curric- 
ulum vitae to my personal attention. E. Frankel, M.D., 
4322 Wilshire Blvd. L.A., CA 90010 (213) 938-2191. 
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TRIAMCINOLONE ACETONDE Gream 0.025% 07%, 05%) 


Indications: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 

Contraindications: Viral skin diseases, such as 
varicella and vaccinia; hypersensitivity to any 
component (not for ophthalmic use); when 
Circulation is markedly impaired. 


e Warnings: Safety use in pregnancy has not been 


absolutely established. Do not use extensively, in 
large amounts, or for prolonged periods of time in 
pregnant patients. 

Precautions: |f irritation develops, discontinue use 
and institute appropriate therapy. In infections, use 


appropriate antifungal or antibacterial agents; if a 
favorable response does not occur promptly, 
discontinue the corticosteroid until the infection is 
adequately controlled. If extensive areas are. treated or 
the occlusive technique is used, increased systemic 
absorption of the corticosteroid may occur; take 
suitable precautions. 

Adverse Reactions: (local) Burning, itching, 
irritation, dryness, folliculitis, hypertrichosis, 
acneform eruption and hypopigmentation. 
ARISTOCORT-A CREAM: Each gram of 
ARISTOCORTA contains 0.25 mg. (0.025%), 1 mg. 
(0.126) or 5 mg. (0.596) of the highly active steroid, 


Triamcinolone Acetonide (a derivative of 
triamcinolone) in AQUATAIN, a specially formulated 
base composed of emulsifying wax NF, isopropyl 
palmitate, glycerin USP sorbitol solution USP lactic 
acid, 2% benzyl alcohol and purified water. 
AQUATAIN™ is non-staining, water-washable, 
paraben-free, spermaceti-free and has a light texture 
and consistency. r 


LEDERLE LABORATORIES 
A Division of American Cyanamid Company. 
Pearl River, New York 10965 
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Johrison.& Johnson introduced the first water-resistant 
mu n proved it under rigorous test. conditions. 
_Now there’s.c new water-resistant SUNDOWN @ formula — 
Johnson & Johnson introduces SUNDOWN Extra Protection 
Sunscreen: ii tt. | 
Using d govemrnent-proposed protocol forfesting ' 
water-resistant sunscreens, SUNDOWN Extra Protection 
Sunscreen, which started with an SPFof 6, was found to. « 
— maintain an SPF of 6 aftér two 20-minute swims.* ; 
^^". . The ingredients that helped produce these results are a 
& unique film-forming base and Wo sunscreens— =, >^ 
. Oxybenzone and Padimate O (octyl dimethyl PABA), d 
non-sensitizing PABA derivative. Fit 
SUNDOWN applies evenly and dries quickly to an 
invisible, water-resistant film, yet is easily washed off with 
soap and water. And SUNDOWN is compatible with Retin-A 
Brand tretinoin thefapy. | 


*SPF, Sun Protection Factor, defines the relative degree of protection a sunsciger 
can offer. An SPF of 6 means that a person can stoy in the sun six times 
than with no protection at all. Data on file, Johnson & Johnson. = 
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. There's more to 


_ sunscreen protection 


than SPF 


SPF, Sun Protection Factor, is an 
index of sunscreen protection. If much of 
the sunscreen gets washed away when 
the patient goes swimming, the SPF is 
reduced. Thats one of the reasons pa- 
tients get burned even when they use a 
sunscreen. 

Reduced SPF is not a problem with 
SUNDOWN. SUNDOWN has been proven 


. Water-resistant in tests that measured the 


protection level of a sunscreen even after 
exposure to sun and water. 

When you recommend new 
SUNDOWN Extra Protection Sunscreen, 
you are assured that the patient will be 
protected with an SPF of 6 both before and 
after swimming. Similarly, with the 
SUNDOWN Moderate Protection Formula, 
your patients will be protected with an SPF 
of 4 even after swimming. 

Don't choose a sunscreen for your 
patient who is a swimmer solely on the 
basis of SPF. Recommend the one with the 
SPF that stands up to water —SUNDOWN. 


New SUNDOWN 

Extra Protection (SPF 6) contains: 
Padimate O (octyl dimethyl PABA) (4.0%), 
oxybenzone (3.0%), alcohol (8.6%), 
water, ammonium acrylate/acrylate 
copolymer, isopropy! myristate, benzyl 
alcohol, ammonium isostearate, stearyl 
alcohol, fragrance, xanthan gum, car- 
bomer 94] and edetate disodium. 


Original Formula SUNDOWN 


Moderate Protection (SPF 4) contains: 


Padimate O (octyl dimethyl PABA) (3.3%) 
alcohol (8.6%), water, ammonium 
acrylate/acrylate copolymer, isopropyl 
myristate, benzyl alcohol, ammonium 
isostearate, stearyl alcohol, fragrance, 
xanthan gum and carbomer 941. 
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The most current, 
comprehensive 
data on U.S. 
health care 


When you want current, authoritative information on the U.S. health care 
system, the new 1978 editions of Profile of Medical Practice and 
Socioeconomic Issues of Health are two of your best sources. These new 
editions, published by the American Medical Association’s Center for Health 
Services Research and Development, have been expanded to include studies 
by prominent outside health researchers, as well as original articles ọn key 
health issues by the Center's staff. 


Profile of Medical Practice— presents data gathered from the AMA Physi- 
cians Masterfile and Periodic Survey of Physicians on such characteristics of 
medical practice as physicians' work patterns, expenses, income and fees. 


Socioeconomic Issues of Health—features the latest information on the 
U.S. health care delivery system, including health characteristics, infant and 
maternal mortality, and health care expenditures. 


Order these important references today! 


Ree ee eee ee MEME TEM MM" "I 


Order Dept. 

American Medical Association 
P.O. Box 821 

Monroe, Wisconsin 53566 





Profile of Medical Practice, Name 


OP-52, $5.00 

Socioeconomic Issues of 

Health, OP-51, $5.00 

— BES), OP-51 & OP-52, i 
$8.50 City 

Enclosed is my check (payable to 

the AMA) for S. 





Address 





State/Zip 


S/J 
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Periactin 





(Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not useto treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par- 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 
antihistamines. 

Adverse Reactions: Most frequent—sedation 
and sleepiness (often transient); dryness of 
mouth, nose, and throat; thickening of bron- 
chial secretions; dizziness; epigastric distress; 
disturbed coordination. Others that may 
occur—fatigue, confusion, restlessness, excita- 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, agranulocytosis, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or % iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCI each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCI 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 





MSD For more detailed information, 
rans consult your MSD representative or 
ME see full Prescribing Information. 

Merck Sharp & Dohme, Division of 
Merck & Co., INC., West Point, Pa. 19486 





How to prescribe 


PERIACTIN* 
(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- | containing 4 mg 
dine HCl in each of cyprohepta- 
5-ml teaspoonful dine HCl each 
(with alcohol 595) 

























Recommended Dosage 
Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 

l teaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 

b.i.d. or t.i.d. 

















Children—7 to 14 years 


Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
or 1 tablet, b.i.d. or 4 tablets 


or t.i.d. 


Adults 





Maximum 


Usual daily dosage 

dosage 0.23 mg per lb 

2teaspoonfuls per day 

or l tablet, t.i.d. or 0.5 mg per 
kilo per day 







Dosage must be individualized and, 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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Potency in 
lichen simplex 
chronicus 


Lichen simplex chronicus — with its circumscribed, lichenified 
pruritic lesions — remains an erratic, often difficult to control 
dermatosis. Accordingly, Lidex represents an excellent 
choice in the treatment of its inflammatory manifestations. 


Fluocinonide is 100% dissolved in the Lidex base for optimal 
lesion penetration. It offers anti-inflammatory, vasoconstric- 
tive, antipruritic actions and is backed by a proven record 
of performance in dermatology. 


Available in a variety of forms and sizes to suit the needs of 
the individual patient. Cream, ointment, Topsyn* (fluocinonide) 
gel 0.05%, and Lidex*-E (fluocinonide) 0.05% — a soothing 
emollient cream. 


The photomicrograph at left shows a cryofractured cross 
section of a lichen simplex chronicus lesion. Extensive 
hyperkeratosis (A) and acanthosis (B) are evident. Nuclei of 
keratinocytes appear in empty oval depressions. Note disor- 
ganized desquamation of superficial corneocytes. ( Technique: 
color imposed on photomicrograph, magnified 130X.) 


Lidex 
(fluocinonide) 
OROL imines 









SYNTEX LABORATORIES, INC. 
PALO ALTO, CALIFORNIA 94304 


LIDEX' (fluocinonide) 


Cream and Ointment 0.05% 


LIDEX’-E (fluocinonide) 
Cream 0.05% 


TOPSYN' (fluocinonide) 


Gel 0.05% 


Description LIDEX cream 0.05%, LIDEX ointment 
0.05%, LIDEX-E cream 0.05%, and TOPSYN gel 0.05% 
contain the active compound fluocinonide. Fluocin- 
onide, which is the 21-acetate ester of fluocinolone 
acetonide, has the chemical formula óa, 9-difluoro- 
118, lóa, 17, 21-tetrahydroxypregna-l, 4-diene-3, 
20-dione, cyclic 16, 17-acetal with acetone, 21-acetate. 


LIDEX cream contains fluocinonide 0.5 mg./g. in 
FAPG" cream, a cream base of stearyl alcohol, 
polyethylene glycol 6000, propylene glycol, 1, 2, 
6-hexanetriol and citric acid. This white cream 
vehicle is greaseless, non-staining, anhydrous and 
water miscible. The base provides emollient and 
hydrophilic properties. In this formulation, the active 
ingredient is totally in solution. 


LIDEX ointment contains fluocinonide 0.5 mg./g. 

in an ointment base consisting of Amerchol CAB 
(mixture of sterols and higher alcohols), white 
petrolatum, propylene carbonate and propylene 
glycol. It provides the occlusive and emollient effects 
desirable in an ointment. The active ingredient is 
totally in solution. 


LIDEX-E cream contains fluocinonide 0.5 mg./g. in a 
water-washable aqueous emollient base of stearyl 
alcohol, cetyl alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, citric acid 
and purified water. 


TOPSYN gel contains fluocinonide 0.5 mg./g. in 

a gel base consisting of propylene glycol, propyl 
gallate, disodium edetate, and Carbopol 940 
(carboxypolymethylene) with NaOH and/or HCl 
added to adjust the pH. This clear, colorless, 
thixotropic vehicle is greaseless, non-staining and 
completely water miscible. The active ingredient is 
totally in solution. 


Indications Inflammatory manifestations of corti- 
costeroid-responsive dermatoses. 


Contraindications Topical steroids are contrain- 
dicated in patients with a history of hypersensitivity 
to any of the components of the preparation. 


Precautions [í irritation develops. discontinue cream, 
ointment or gel and institute appropriate therapy. 


In presence of an infection, institute use of an 
appropriate antifungal or antibacterial agent. 

If a favorable response does not occur promptly, 
discontinue the corticosteroid cream, ointment or gel 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive tech- 


nique is used, there will be increased systemic absorp- 


tion of the corticosteroid and suitable precautions 
should be taken, particularly in children and infants. 


The safety of topical steroids in pregnant women 

has not absolutely been established. In laboratory 
animals, increases in incidences of fetal abnor- 
malities have been associated with exposure 

of gestating females to topical corticosteroids, in 
some cases at rather low dosage levels. Therefore, 
drugs of this class should not be used extensively on 
pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Adverse Reactions Local adverse reactions reported 
with topical corticosteroids: burning, itching, irrita- 
tion, dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral dermatitis, 
allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae, miliaria. 


Dosage and Administration A small amount should 
be gently massaged into the affected area three or 
four times daily, as needed. 


How Supplied 


LIDEX Cream 0.05% — 15g., 30g. and 60g. tubes 
LIDEX Ointment 0.05% — 15g., 30g. and 60g. tubes 
LIDEX-E Cream 0.05% — 15g.. 30g. and 60g. tubes 
TOPSYN Gel 0.05% — 15g., 30g. and 60g. tubes 
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JOIN US. 


The Fischer Model MD-1 
Galvanic Unit has been 
available for some time 


We Can do Aes and we should have 
told you about it sooner. 

much more | ,. 
THE QUALITY GALVANIC 
together. GENERATOR FOR IONTOPHO- 


RESIS AND THE TREATMENT OF 
HYPERHYDROSIS. 


Write or call for details 


Manufactured by: 


R.A. Fischer Co. 


517 Commercial St. 
Glendale, CA 91203 
(213) 241-1178 
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A NEW PRESCRIPTION TO 
ASSURE YOUR TRAVELING 
PATIENTS A BON VOYAGE 


The AMA's new booklet, PHYSICIAN'S GUIDE TO 
MEDICAL ADVICE FOR OVERSEAS TRAVELERS, was 
developed to help practicing physicians render pre- 
ventive medical services to traveling patients. 
It provides a weath of information, such as 
how to protect patients against tropical 
diseases, time zone changes, parasites 
and complications of existing hand- 
icaps. Plus what to advise about 
diets, immunizations, and overseas 
medical care. 


To order your copy (60€ ea.) of this 







American Medical Association, 535 N. Dear- 
born St., Chicago, Ill. 60610. 





Ordinary topical cor- 
ticosteroids are generally not 
recommended when infection 
complicates dermatoses.* 

That’s why your 
patients need Vioform®- 
Hydrocortisone. 

Because Vioform- 
Hydrocortisone provides 
four-way action in just one 
preparation—antibacterial 
and antifungal, as well as 
antipruritic and anti- 
inflammatory actions. Think 
of it first for thorough, fast 
clearing of skin problems on 
Cape Cod...or on any beach. 


*This drug has been evaluated as possibly 
effective for these indications 


Vioform-Hydrocortisone 
(iodochlorhydroxyquin and hydrocortisone) 


INDICATIONS 

Based on a review of this drug by the National 
Academy of Sciences-National Research 
Council and/or other information, FDA has 
classified the indications as follows: 
"Possibly" effective: Contact or atopic der- 
matitis; impetiginized eczema; nummular 
eczema; infantile eczema; endogenous 
chronic infectious dermatitis; stasis dermati- 
tis; pyoderma; nuchal eczema and chronic 
eczematoid otitis externa; acne urticata; 
localized or disseminated neurodermatitis; 
lichen simplex chronicus; anogenital pruri- 
tus (vulvae, scroti, ani); folliculitis; bacterial 
dermatoses; mycotic dermatoses such as 
tinea (Capitis, cruris, corporis, pedis); 
moniliasis; intertrigo. 

Final classification of the less-than-effective 
indications requires further investigation 


CONTRAINDICATIONS 

Hypersensitivity to Vioform-Hydrocortisone, or any 
of its ingredients or related compounds; lesions of 
the eye; tuberculosis of the skin; most viral skin 
lesions (including herpes simplex, vaccinia, and 
varicella) 


187-90097 





WARNINGS 

This product is not for ophthalmic use 

In the presence of systemic infections, appropriate 
systemic antibiotics should be used 

Usage in Pregnancy 

Although topical steroids have not been reported to 
have an adverse effect on pregnancy, the safety of 
their use in pregnant women has not been abso- 
lutely established. In laboratory animals, increases 
in incidence of fetal abnormalities have been asso- 
ciated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage 
levels. Therefore, drugs of this class should not be 
used extensively on pregnant patients in large 
amounts or for prolonged periods of time 
PRECAUTIONS 

May prove irritating to sensitized skin in rare cases. 
If irritation occurs, discontinue therapy. Staining of 
skin and fabrics may occur. Additionally, there are 
rare reports of discoloration of hair and nails. 

Signs and symptoms of systemic toxicity, electro- 
lyte imbalance, or adrenal suppression have not 
been reported with Vioform-Hydrocortisone. Never- 
theless, the possibility of suppression of the 
pituitary-adrenal axis during therapy should be kept 
in mind, especially when the drug is used under 
occlusive dressings, for a prolonged period, or for 
treating extensive cutaneous areas since signifi- 
cant absorption of corticosteroid may occur under 
these conditions, particularly in children and 
infants 

Vioform may be absorbed through the skin and 
interfere with thyroid function tests. If such tests are 
contemplated, wait at least one month between 
discontinuation of therapy and performance of 
these tests. The ferric chloride test for phenyl- 
ketonuria (PKU) can yield a false-positive result if 
Vioform is present in the diaper or urine. 

Prolonged use may result in overgrowth of nonsus- 
ceptible organisms requiring appropriate therapy 
ADVERSE REACTIONS 

There have been a few reports of rash and hyper- 
sensitivity. The following local adverse reactions 
have been reported with topical corticosteroids, 
especially under occlusive dressings: burning; itch- 
ing; irritation; dryness; folliculitis; hypertrichosis; 
acneiform eruptions; hypopigmentation; perioral 
dermatitis; allergic contact dermatitis; maceration 
of the skin; secondary infection; skin atrophy; 


All clear 
inCape Cod 





striae; miliaria. Discontinue therapy if any untoward 
reaction occurs. 

DOSAGE AND ADMINISTRATION 

Apply a thin layer to the affected parts 3 or 4 times 
daily. 

The Cream, because of its slight drying effect, is 
primarily useful for moist, weeping lesions; the 
Lotion is particularly suitable for application behind 
the ears and in intertriginous areas of the body; the 
Ointment is best used for dry lesions accompanied 
by thickening and scaling of the skin. 

The Mild Cream and Mild Ointment should be used 
when treating lesions involving extensive body 
areas or less severe dermatoses 

HOW SUPPLIED 

Cream, 3% iodochlorhydroxyquin and 1% hydro- 
cortisone in a water-washable base containing 
steary! alcohol, cetyl alcohol, stearic acid, petro- 
latum, sodium lauryl sulfate, and glycerin in water; 
tubes of 5 and 20 Gm. 

Ointment, 3% iodochlorhydroxyquin and 1% 
hydrocortisone in a petrolatum base; tubes of 

20 Gm 

Lotion, 3% iodochlorhydroxyquin and 1% hydro- 
cortisone in a water-washable base containing 
stearic acid, cetyl alcohol, lanolin, propylene 
glycol, sorbitan trioleate, polysorbate 60, 
triethanolamine, methylparaben, propylparaben, 
and perfume Flora in water; plastic squeeze bottles 
of 15 ml 

Mild Cream, 396 iodochlorhydroxyquin and 0.596 
hydrocortisone in a water-washable base contain- 
ing stearyl alcohol, cetyl alcohol, stearic acid, pet- 
rolatum, sodium laury! sulfate, and glycerin in 
water; tubes of Y» and 1 ounce 

Mild Ointment, 3% iodochlorhydroxyquin and 0.5% 
hydrocortisone in a petrolatum base; tubes of 

1 ounce 


665662 C79-1 (5/79) 


CIBA Pharmaceutical Company 
Division of CIBA-GEIGY Corporation 
Summit, New Jersey 07901 





The most widely 
prescribed form. . | 







20-gm Cream 
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Providing the best possible care: 
Uppermost in your mind, but no longer enough . 


Do you spend an increasing amount of your time on administrative duties? Once it 
was enough to provide the best medical care possible. Today you must also be a 


manager, a decision-maker, a partner with hospital administration. 


As a medical staff member, you face issues and responsibilities for which medical 
school never prepared you. To better equip you for the unique challenges you face, 
the American Medical Association has organized a series of seminars. The AMA 
Medical Staff Leadership seminars and the AMA Patient Safety/Risk Control 
Seminars provide you the opportunity to pick the brains of the experts and to meet 
and discuss your problems with other physicians from across the country. 


For further information, call (312) 751-6657. 


Patient Safety / 

Risk Control Seminar 
Palm Beach, Florida 
The Breakers 
November 9-10, 1979 


Special Joint Seminar on 
Medical Staff Leadership and 
Conflict Resolution 
Portsmouth, New Hampshire 
Wentworth-by-the-Sea 
August 27-September 1, 1979 





Medical Staff Leadership Seminar > , 


(Advanced) 

Atlantic City, New Jersey 
Resorts International Hotel 
October 12-13, 1979 
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The controlled cleanser shown 


superior both to soap and water 
and to insoluble abradant 


Shown superior in electron 
MECTOSCOPO STUCHOS 









Before 


Cheek before treatment S 
with Komex cleanser 


After 


Cheek after 60-second 
Komex treatment 
Marked smoothing of 
stratum corneum (A); a 
near complete removal fie 
of desquamating 
epithelial tissue (B); hair iim 
follicle well cleansed with 
core loosened (C); facial M 


hair artifact (D). Za. e Z » ; — a A | i: | | yw 
With excellent patient acceptance 
In a five month study of 60 subjects with oily skin Komex effectively cleansed the skin, 
removed oils, and left skin smooth and soft in 92% of the patients.’ 






































| CLEANSED SKIN EFFECTIVELY 92% 
| REMOVED OILS 92% 
SOFTENED AND SMOOTHED SKIN 92% 
NO IRRITATION ENDE N 











‘CLEANSING PARTICLES EXCELLENT 69% 
“FEEL” OF DISSOLVING PARTICLES EXCELLENT 67% 


0 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% 
‘Sibley MJ, Browne RK, Kitzmiller KW: Abradant Cleansing Aids for Acne Vulgaris, Cutis 14: 269, 1974. 


Cautio void contact with eyes, do not use on inflamed en K "on shed dev NOES: MT o Id di CAM se n nd consult physician. Not to 
be used on Infants and children under three years of age. í 9 Ba Pharmaceutic ., Sunnyvale, California 94086 


DEDICATED TO THE PROTECTION 























OF THE HUMAN TERRAIN 


cest for the care of ay, 
or premature aging —. 


or wrinkled skin... 
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JPPLIED: 2 OZ. TUBES WRITE FOR SAMPLES 


DOAK PHARMACAL CO.,INC. WESTBURY, N.Y.11590 


DISTRIBUTOR IN CANADA 
TRANS-CANADA DERMAPEUTICS LTD., MONTREAL H4P2B5, QUEBE! 





Letters to the Editor 


Letters will be published as space permits and at the discretion of the editor. They 
must be typewritten, double-spaced, with not more than five references and two 
figures in duplicate; they should not exceed 500 words in length. Three copies of all 
letters are required and they are subject to editing. Letters are not acknowledged. 
For other details, including copyright procedure, see "Instructions for Authors." 


Hallopeau's Acrodermatitis 


To the Editor.—Notowicz et al' have 
reported the successful use of topical 
mechlorethamine hydrochloride in 
Hallopeau's acrodermatitis; according 
to Arnold,” intramuscular administra- 
tion of triamcinolone acetonide should 
always be tried in this disorder. These 
reports prompt me to suggest that 
ethylester retinoid should be given 
orally in Hallopeau's acrodermatitis. 

| saw, as a patient, a 55-year-old 
woman with an acropustulosis on a 
finger of her left hand, of 25 years' 
duration, without any associated skin 
disorder (Fig 1). After one week of 
treatment with a 0.075% solution of 
ethylester retinoid, there was a dra- 
matic improvement. 





Fig 1.—Patient's finger before treatment. 





Fig 2.—Patient's finger after one month of 
treatment. 


Arch Dermatol—Vol 115, July 1979 


Three more weeks of treatment 
with a 0.05% concentration resulted in 
complete remission, with a normal 
finger and a growing nail plate (Fig 
2). Additional patients are under 
study at the present time and will be 
reported on shortly. 

ROBERT BARAN, MD 
Cannes, France 


1. Notowiez A, Stolz E, Heuvel NVD: Treat- 
ment of Hallopeau's acrodermatitis with topical 
mechlorethamine. Arch Dermatol 114:129, 1978. 

2. Arnold H: Treatment of Hallopeau's acro- 
dermatitis with triamcinolone acetonide. Arch 
Dermatol 114:963, 1978. 


Benign Mucous Membrane 
Pemphigoid 


To the Editor.—We recently examined 
a 68-year-old woman with a 13-year 
history of conjunctival and oral lesions 
that are characteristic, clinically and 
histologically, of benign mucous mem- 
brane pemphigoid. She also had unu- 
sual hyperkeratotic plaques on the 
distal extremities. 


Report of a Case.—A 68-year-old woman 
was initially seen in October 1977 with a 
13-year history of a sore mouth and eye 
irritation and a five-year history of per- 
sistent thickened plaques on her wrists and 
lower part of her legs. She gave a ten-year 
history of swelling of the proximal and 


distal phalanges of the fingers, with 
fingernails that were discolored and 
opaque. 


On examination the following findings 
were apparent: eyelid hair loss; symblepha- 
ron formation (Fig 1); patchy denuded 
areas of the palatine mucosa; small, ill- 
defined atrophic areas on the vaginal labia 
and the external auditory canal; well- 
demarcated, almost symmetrical, fur- 
rowed, crusted, firm,  tannish-brown 
plaques on the distal extremities, measur- 
ing up to 6 em (Fig 2); fusiform swelling of 
both proximal and distal interphalangeal 
joints; and dull, rough, thickened finger- 
nails and toenails that were curved ventral- 
ly. 

Repeated fungal examination results 
and cultures from plaques and fingernails 
were negative. Direct and indirect immu- 
nofluorescence on skin and mucosal lesions 
were negative. Results of rheumatoid 
factor test, antinuclear antibody test, 
serum immunoglobulins A, G, M, D, and E, 
total hemolytic complement, and C3 and C4 
levels were either negative or within 
normal limits. The histocompatibility anti- 
gen analysis showed HLA types A11, B5, 
and B8. Delayed reaction to intradermal 
injection of tuberculin (5 units) was posi- 


tive. Hemogram, serum electrolyes, and 
chest roentgenogram were unremarkable. 
Serum zinc level was 114 ug /dL (normal, 55 
to 150 ug/dL). 

Histologic examination of the cutaneous 
plaques showed an epidermis with marked 
but irregular thickening, displaying exten- 
sive spongiosis, exocytosis, and dyskerato- 
sis. In the crust covering the epidermis 
there were numerous neutrophils, eosino- 
phils, and bacteria. Large subepidermal 
and intraepidermal clefts were noted, 
containing a few hyperchromatic cells and 
neutrophils. Results of PAS stain for fungi 
and Fite’s stain for acid-fast bacilli were 
unremarkable. 

The patient was given an orally adminis- 
tered zinc sulfate regimen, without appar- 
ent benefit. 


Comment.—Cutaneous findings in 
benign mucous membrane pemphi- 
goid (BMMP) are not uncommon, 
occurring in about one third of 
patients.' However, persistent hyper- 
keratotic plaques as noted in our 
patient are clearly distinctive, al- 
though appearing quite similar clini- 
cally to those of a patient described in 
1957 with adult acrodermatitis entero- 
pathica (ACE).* Other interesting fea- 
tures include an unexplained nail 
dystrophy, similar to that of the 
patient with ACE, and impressive 
fusiform swelling of both proximal 
and distal interphalangeal joints of 
the hands. Since an association be- 
tween BMMP and seropositive rheu- 





Fig 1.—Right eye, showing symblepharon 


formation. 





Fig 2.—Close-up of wrist plaques, showing 
impressive radial furrowing. 
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matoid arthritis has been recently 
suggested,’ the negative results of the 
rheumatoid factor test and HLA find- 
ings may be worthy of note. 

ROBERT ALLEN SCHWARTZ, MD, MPH 
GoRDON H. BURGESS, MD 

Buffalo, NY 
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Mixed Bullous Disease 


To the Editor.—Fifteen patients with 
herpes gestationis have been studied 
with immunofluorescence, and the 
findings reported,'? since Provost and 
Tomasi,’ have demonstrated C3 at the 
basement membrane zone in two 
cases in 1978. In all 17 cases, C3 was 
found at the basement membrane 
zone, while 11 showed IgG at the 
basement membrane zone by direct 
test, and only two showed circulating 
serum antibodies to the basement 
membrane zone (Table). These find- 
ings show herpes gestationis has 
distinct immunofluorescent charac- 
teristics, closer to bullous pemphigoid 
than it is to dermatitis herpetiformis, 
a concept that was previously based on 
clinical descriptions. 


Fig 1.—Intraepidermal bulla with immuno- 
fluorescent staining high in epidermis. 





Various sources, 
cited by Katz et 
. al,’ 1976 9 
1 
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Immunofluorescence Findings in Herpes Gestationis 


No. of Cases C 


Provost and Toma- 
si,’ 1973 0 0 
4 1 


2 
Katz et al,’ 1976 5 


3 Ig 
2 
5 


3 6 0 
Bushkell et al,’ 
1974 1 1 1 
17 11 2 


Total 17 


Interesting atypical fluorescent 
findings have recently been reported 
in the bullous diseases." We now 
describe a unique case that was diag- 
nosed as herpes gestationis on clinical 
grounds but with features of pemphi- 
gus and herpes gestationis on immu- 
nofluorescence testing. 


Report of a Case.—A maculopapular 
pruritic eruption developed on the abdo- 
men of a 20-year-old woman one week prior 
to delivery of a normal infant by Cesarean 
section. It was her first pregnancy. On the 
day after surgery, examination showed 
both discrete and coalescing, erythema- 
tous, edematous papules and plaques with 
some papulovesicles on the lower abdomi- 
nal region. The clinical impression was 
herpes gestationis. 

Punch biopsy specimens were taken 
from papulovesicles on the abdomen. 
Histologic staining with hematoxylin-eosin 
showed a vesicle that contained acantholyt- 
ic cells at the subcorneal level with some 
splitting at the subepidermal level. Immu- 
nofluorescent staining for C3 and IgG was 
positive at the subcorneal, intraepidermal, 
and basement membrane zones (Fig 1 and 
2). These findings indicate the patient's 
condition displayed a combination of 
features of herpes gestationis (IgG and C3 
at the basement membrane zone) and 
pemphigus foliaceus (intraepidermal IgG 
and C8). 


Comment.—Although this is the only 
case of this type recorded, to our 
knowledge, it is possible such cases are 
underreported because of the natural 





Fig 2.—Overview of epidermis with inter- 


cellular immunofluorescent staining 


throughout epidermis. 





Immunofluorescence 












Indirect 
(Circulating Serum Antibody) 






(2 


preference of physicians and editors, 
alike, for cases that fit into an 
accepted category. We feel Barran- 
co's! term "mixed bullous disease" is 
descriptive not only of dermatitis 
herpetiformis with features of pem- 
phigus but is a simple statement of 
events in cases like this of herpes 
gestationis with features of other 
bullous diseases based on fluores- 
cence. Our findings support the other 
examples of bullous diseases that 
combine features of several diseases, 
although this situation is distinctly 
uncommon. However, fluorescence 
tracing for immunoglobulins and com- 
plement in more cases will aid in 
determining the true incidence. 
Another consideration is the possi- 
bility of shared antigenic determi- 
nants in some patients' skin and cross- 
reactions between antibodies that 
produce effects in various layers of 
the epidermis and basement mem- 
brane. 
MICHAEL J. FELLNER, MD 
DaAviD MILLER, MD 
JONATHAN MCCABE, MDiv 
New York 
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Munro Microabscess: 
Let's Spell It Right 


To the Editor.—Microabscesses com- 
posed of pyknotic neutrophils and 
lying within the parakeratotic areas 
of the stratum corneum are one of the 
characteristic histological features of 
early psoriasis vulgaris. In the mod- 
ern dermatological literature," they 
are referred to as Munro microab- 
scesses, in deference to William J. 
Munro, an Australian dermatologist, 
who clearly described this phenome- 
non in 1898. Unfortunately, his name 
has often been misspelled, "Monro" 
being the most common aberration.*? 
One standard textbook of pathology 
has even spelled it "Monroe.'^ 

An eponym is a tribute to a person's 
contribution to medicine and bestows 
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a degree of immortality. Misspelling 
the name, however, only insures 


. confusion for future generations. But, 


perhaps, it is these inexplicable errors 
that remind us that the medical litera- 
ture is just as corruptible and frail as 
the human spirit that creates it. 

DoNALD T. Kinc, MD 

MICHAEL M. LUBRAN, MD, PHD 

Torrance, Calif 

LAURA A. KiNG, MD 

Long Beach, Calif 
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A Therapeutic Suggestion for 
Defects in Keratinization 


To the Editor.—The article entitled 
"Cornoid Lamella in Pachyonychia 
Congenita," by Wilkin et al, in the 
December 1978 ARCHIVES (114:1795- 
1796), aroused our interest because of 
the association of several manifesta- 
tions of disordered keratinization, 
namely, thickened fingernails and 
toenails, follieular keratotic papules 
on the elbows and knees, and kera- 
toses and ruptured bullae on the soles, 
together with a biopsy specimen from 
a keratotic papule showing a cornoid 
lamella that was characteristic of 
porokeratosis of Mibelli. There was no 
mention of treatment in the case 
reported. 

We would like to offer a therapeutic 
suggestion, one we have found to be of 
value in several dermatoses character- 
ized by defects in keratinization, such 
as Darier's disease,’ pityriasis rubra 
pilaris and acne vulgaris. Although 
we have not had the opportunity of 
treating either pachyonychia congen- 
ita or porokeratosis of Mibelli by this 
method, the treatment is harmless 
and might conceivably prove effec- 
tive. 

Our treatment is based on the prov- 
en synergism of vitamin A and vita- 
min E in correcting a defective kera- 
tinization, where vitamin A alone was 
ineffective. The synergism of vita- 
mins A and E was discussed by Ames 
a few years ago in a symposium on 
vitamin A sponsored by the Massachu- 
setts Institute of Technology.* It was 
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shown in experiments with rats on a 
vitamin E-deficient diet that the vita- 
min A blood level remained low 
regardless of how much vitamin A 
was administered, either by mouth or 
by injection, but when vitamin E was 
added to the diet, the blood vitamin A 
level became normal. 

It would seem logical to try this 
therapeutic approach in other derma- 
toses manifesting defects in keratini- 
zation, at the same time checking the 
blood levels of vitamin A before and 
after treatment. 

SAMUEL AYRES, JR, MD 
RicHARD MiHAN, MD 
Los Angeles 
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Melanin Pigmentation, Women, and 
Levodopa 


To the Editor.—In the November 1977 
issue of the ARCHIVES (113:1533-1538), 
C. Anders Hedin, DDS, found that 
women constituted a high proportion 
of subjects with gingival melanosis 
due to tobacco smoking, even though 
these women had a lower cigarette 
consumption than the affected men. 

This female preponderance has 
been observed in other instances of 
hyperpigmentation, such as that in- 
duced by hydantoin anticonvulsants.’ 
In a survey of 70 patients with chlor- 
promazine melanosis, all were fe- 
male.’ A reflectance spectrophotome- 
try study of subjects under prolonged 
therapy with phenothiazines and/or 
hydantoins showed that women (both 
white and black) had a strikingly 
greater pigmentary response to these 
drugs than did their male counter- 
parts.’ A comparison of blue-eyed and 
brown-eyed whites revealed that only 
the women tended toward a skin 
melanin difference in the expected 
direction.* 

As levodopa is a precursor of melan- 
in, I recently conducted a small pilot 
study into the effects of long-term 
levodopa administration on skin mel- 
anin content (measured by the reflec- 
tance spectrophotometer). Separate 
groups of male and female patients 
with Parkinson's disease were tested 
at both exposed and unexposed body 
sites. There were seven men (mean 


age, 66.6 years; mean daily dosage of 
levodopa, 3.0 g; mean duration of levo- 
dopa therapy, 1.7 years) and six 
women (61.3 years, 2.1 g, and 1.9 
years, respectively). Both groups were 
age-matched with control subjects 
without Parkinson’s disease and un- 
treated by levodopa. Although there 
were no significant differences be- 
tween levodopa-treated patients and 


their controls, there was a definite - 


trend for the women receiving levodo- 
pa to be darker at the exposed areas 
(t = 1.94; P — .10). (It is possible that 
statistical significance may have 
emerged with a larger sample.) No 
such tendency was evident for the 
male levodopa-treated patients who 
actually had marginally (nonsignifi- 
cant) higher reflectances (lower skin 
melanin) than their controls, despite 
having received a higher mean daily 
dosage of levodopa than the women. 
This sexual pigmentary discrepancy 
is probably explicable in terms of the 
female hormonal status. Ovariectomy, 
on the one hand, and estrogen admin- 
istration, on the other, produced a 
decrease and an increase, respectively, 
in the melanin content of guinea pig 
skin? Melasma is a well-established 
complication of oral contraception. 
Melanogenesis is thus enhanced by 
estrogenic hormones that appear to 
increase tyrosinase activity.^ It is 
somewhat paradoxical that although 
women of all races are generally light- 
er than men, they nevertheless pos- 
sess a relatively greater degree of 
melanogenic responsiveness when 
challenged by the appropriate extra- 
neous influences, such as drugs and 
ultraviolet light. . 
ASHLEY H. RoBiNs, MD, MRCPsycu 
Cape Town, South Africa 


Nonproprietary Name and 
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Beta Carotene Treatment and 
Erythrocytic Protoporphyrin Levels 


To the Editor.—To determine if long- 
term beta carotene therapy of ery- 
thropoietic protoporphyria (EPP) had 
any effect on protoporphyrin levels, 
we have performed statistical anal- 
yses of all of the erythrocytic proto- 
porphyrin concentrations of 44 pa- 
tients with EPP who had participated 
for at least two years in our study of 
beta carotene therapy of this dis- 
ease." For each patient, the data 
included protoporphyrin concentra- 
tions that were determined when 
patients were and were not ingesting 
beta carotene, and during summer- 
time (June to September) and winter- 
time (October to May). 

The level of erythrocytic protopor- 
phyrin concentration varied widely 
for each patient over time and varied 
widely between patients. Since the 
values for protoporphyrin (P) were 
not normally distributed, but the log 
transformations were so distributed, 
the natural log transformations of the 
concentrations (log [RBC — P]) were 
used in the analysis. 

We first assessed the effect of the 
season on concentration of protopor- 
phyrin using the three-way analysis 
of variance method (with unequal 
numbers of observations for each 
patient) We found that whether or 
not beta carotene is ingested, erythro- 
cytic protoporphyrin concentration is 
significantly higher (a = .05) in win- 
ter than in summer (Table). 

Because of the seasonal effect, the 
effect of treatment with beta caro- 
tene was evaluated separately for 
summer and winter months, again 
using the three-way analysis of vari- 
ance method. We found that protopor- 
phyrin concentrations are significant- 
ly higher (a = .05) when patients are 
receiving beta carotene than when 
they are not (Table). 

It should be noted that the statisti- 
cal technique we have used assumes 
that the observations under compari- 
son (ie, [RBC — P] obtained during 
summer vs winter, or during beta 
carotene ingestion vs no ingestion) 
are independent of each other. Yet, in 
fact, the observations are taken from 
the same individual and are expected 
to be dependent. The effect of the 
dependency between observations is 
to decrease the statistical errors of the 
mean difference, therefore making 
the results even more statistically 
significant. 

In summary, erythrocytic protopor- 
phyrin levels are higher in winter 
than in summer, whether or not 
patients are receiving treatment. In 
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addition, erythrocytic protoporphyrin 
levels are higher during beta carotene 
therapy than when the patients are 
not ingesting beta carotene. This 
latter observation was true for both 
summer and winter, but the differ- 
ence was less striking during the 
winter. 

A possible explanation for these 
findings can be offered. Visible light 
penetrates skin to the level of the 
papillary dermal capillaries,‘ proto- 
porphyrin leaks from the erythrocytes 
of patients with EPP, and protopor- 
phyrin-containing erythrocytes can be 
readily photolysed.* In addition, in 
vitro disappearance of protoporphyrin 
from plasma that has been exposed to 
light in the 400-nm range is very 
rapid,’ and protoporphyrin is rapidly 
cleared from plasma in vivo.’ Since 
light at 400 nm penetrates skin in 
appreciable amounts,’ it is possible 
that light-induced destruction of por- 
phyrin can occur in plasma in vivo. 
Since there may be a steady-state 
equilibrium between the plasma por- 
phyrin concentration and the rate of 
leakage of protoporphyrin from ery- 
throcytes,* the added factor of light- 
induced plasma porphyrin reduction 
may enhance this leakage, thus lower- 
ing the total erythrocyte protoporphy- 
rin content. The amount of light 
reaching the capillaries is greater 
during the summer than during the 
winter; hence the lower erythrocyte 
protoporphyrin concentrations during 
summer. Beta carotene has been 
shown to protect against erythrocytic 
lysis* and may also prevent leakage of 
protoporphyrin from erythrocytes and 
have a protective effect or plasma 
protoporphyrin. Thus, since beta caro- 
tene may prevent erythrocytic lysis 
and/or leakage, and may prevent 
destruction of plasma protoporphyrin 
by light, the total erythrocytic proto- 
porphyrin level during beta carotene 
ingestion would be expected to be 
higher during treatment; this differ- 
ence would be expected to be greater 
in summer than in winter, as was 
found in the data. 

We hope that other investigators 
who have followed up the erythrocytic 
protoporphyrin levels of patients with 
EPP will examine their data for simi- 
lar trends. It would be desirable to 
study plasma protoporphyrin levels in 
samples taken in winter and summer 
and in patients who were and were 
not taking beta carotene. Great care 
must be taken in the collection of 
serum samples to prevent the destruc- 
tion of the plasma protoporphyrin by 
light’; failure to take these precau- 
tions renders the data meaningless 
quantitatively. Unfortunately, the 





Effects of Season and Treatment With 
Beta Carotene on Protoporphyrin 
Concentrations of Erythrocytes* 


Weighted Mean 
Difference; a 


Seasonal effect 
No treatment 
Treatment 

Effect of 
treatment 
Summer 
Winter 


—0.30 + 0.091 .05 
—0.12 + 0.04} .05 


—0.21 + 0.088 .05 
—0.12 + 0.058 .05 


*In 44 patients with erythropoietic protopor- 
phyria. 

TMean levels of protoporphyrin (P) concentra- 
tion (uL/dL) in the four season/treatment 
groups from which the log [RBC-P] and 
weighted mean differences were calculated are 
as follows: No treatment: summer, 555.11; win- 
ter, 715.68. Treatment: summer, 750.78; winter, 
806.23. 

iLog [RBC-P] summer — log [RBC—P] win- 
ter. 

§Log [RBC—P] no treatment — log [RBC—P] 
treatment. 


number of plasma porphyrin determi- 
nations from any of our 44 patients 
that were done since we became 
aware of these pitfalls are too few to 
permit meaningful analysis of our 
data. 

LILLIAN Lin Miao, PHD 

MICHELINE M. MATHEWS-RotH, MD 

Boston 

MAUREEN B. POH-FITZPATRICK, MD 

New York 
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As scabicides, either will do, 


But our itch indication comes through; 


r When doctoring scabies 


In grown-ups or babies, 


The score's lindane 1, Eurax 2. 
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Geigy 


GEIGY Pharmaceuticals 
Division of CIBA-GEIGY Corporation 
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Eurax? 
brand of 
crotamiton NF 


Antipruritic 
Scabicide 


Cream 


" Prescribing 
-Information 


Description Eurax, brand of crotamiton, provides 
10% of the synthetic, N-ethyl-o-crotonotoluide, in a 
vanishing-cream base containing: glyceryl mono- 
stearate, lanolin, polyethylene glycol 540 blend, 
glycerin, polysorbate 80, methylparaben and pro- 
pylparaben, perfume, oxyquinoline sulfate, liquid 
petrolatum and white wax. 


Actions Eurax, brand of crotamiton, has scabicidal 
and antipruritic actions. The mechanisms of these 
actions are not known. 


Indications For eradication of scabies (Sarcoptes 
scabiei) and for symptomatic treatment of pruritic 
skin. 


Contraindications Eurax, brand of crotamiton, 
should not be administered to patients who are al- 
lergic to it or who manifest a primary irritation re- 
sponse. 


Warnings and Precautions Eurax, brand of cro- 
tamiton, should not be applied to acutely inflamed 
skin, raw, weeping surfaces, or in the eyes or 
mouth. Its use should be deferred until acute in- 
flammation has subsided. 


If severe irritation or sensitization develops, treat- 
ment with this product should be discontinued and 
appropriate therapy instituted. 


Adverse Reactions Allergic sensitivity or primary 
irritation reactions may occur in some patients. 


Dosage and Administration /n Scabies: Thor- 
oughly massage into the skin of the whole body 
from the chin down, paying particular attention to 
all folds and creases. A second application is ad- 
visable 24 hours later. Clothing and bed linen 
should be changed the next morning. A cleansing 
bath should be taken 48 hours after the last appli- 
cation. 


In Pruritus: Massage gently into affected areas until 
medication is completely absorbed. Repeat as 
needed. 


How Supplied Eurax, brand of crotamiton, cream: 
60-Gm. tubes. 
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cream formulated for 
greater activity 


Uticort cream 


(Detamethasone . 
benzoate) 





Effective treatment for all the corticosteroid-responsive ing exacerbation of excoriations and possible secondary | 

eczemas —atopic, contact, and others— preservative-free infection. 

UTICORT CREAM has been shown to yield significantly UTICORT, in the gel form, is especially valuable for scaly 

greater vasoconstrictor activity* t than that produced by lesions (as in seborrheic dermatitis), and for lesions occur- d 

previously available betamethasone benzoate creams. ring in hairy areas. 
UTICORT CREAM is particula rly useful for the itchy, crusty Although the results of the standardized vasoconstrictor assay cannot be directly 4 


. 1 equated with topical efficacy in dermatologic therapy, they appear to have defi- 
lesions of subacute eczema. UTICORT CREAM promptly re nite predictive value and correlate well with clinical efficacy. 


lieves the severe pruritus of chronic eczema, thus minimiz- ^ :Dataon file, Parke-Davis 


Brief summary combined gel & cream 

Uticort* Gel (betamethasone benzoate gel, USP) 0.025% and Uticort * Cream (betamethasone benzoate) 0.025%. For External Use Only. Caution — Federal law prohibits dispensing without prescription 
ACTIONS: Uticort Gel/Uticort Cream are primarily effective because of their anti-inflammatory, antipruritic, and vasoconstrictive actions. INDICATIONS: Uticort Gel (betamethasone benzoate gel, USP)/Uticort 
Cream (betamethasone benzoate) are intended for relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. CONTRAINDICATIONS: Topical steroids are contraindicated in those 
patients with a history of hypersensitivity to any components of the preparation. PRECAUTIONS: If irritation develops, Uticort Gel (betamethasone benzoate gel, USP)/Uticort Cream (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted In the presence of an infection the use of an appropriate antifungal or antibacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been adequetely controlled. If extensive areas are treated or if the occlusive technique is used there will be increased systemic 
absorption of the corticosteroid and suitable precautions should be taken, particularly in children and infants. Although topical steroids have not been reported to have an adverse effect on human pregnancy, 
the safety of their use in pregnant women has not been established absolutely. In laboratory animals, increases in incidence of fetal abnormalities have been associated with exposure of gestating females to 
topical corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant patients, in large amounts, or for prolonged periods of time. Due to 
the alcohol content of the vehicle, Uticort Gel (betamethasone benzoate gel, USP) may cause mild, transient stinging without irritation if used on exconated skin. Uticort Gel (betamethasone benzoate gel, 
USP)/Uticort Cream (betamethasone benzoate) are not for ophthalmic use. ADVERSE REACTIONS: The following local adverse reactions have been reported with topical corticosteroids, especially under 
occlusive dressings: burning, itching, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopigmentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, secondary 
infection, skin atrophy, striae and miliaria. WF/WE 
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Warner-Lambert Co 
PD-JA-2399-2-P (6-79) Morris Plains, NJ 07950 USA 


Clinical and 


surrounding subclinical solar keratoses 





VISIT 


At time of first visit, patient shows widespread 
but relatively moderate solar keratosis. 
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Before prescribing, please consult complete product 
information, a summary of which follows: 

Indications: Multiple actinic or solar keratoses. In 5% 
strength, superficial basal cell carcinoma when conventional 
methods are impractical, such as with multiple lesions or dif- 
ficult treatment sites. Establish diagnosis before treating, as 
this method has not been proven effective in other types of 
basal cell carcinomas. Conventional techniques preferred for 
isolated, easily accessible lesions, as success rate is nearly 
10096. Success rate with Efudex is about 93%. 
Contraindications: Patients with known hypersensitivity to 
any of its components. 
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VISIT 


After one month of treatment with Efudex 
(fluorouracil/Roche) 5% Cream, sites of 
keratoses have become erythematous. Lesions 
not visible before therapy have appeared. 


Warnings: If occlusive dressing is used, may increase in- 
flammatory reactions in adjacent normal skin. Avoid pro- 
longed exposure to ultraviolet rays. Safe use in pregnancy 
not established. 

Precautions: |f applied with fingers, wash hands im- 


1 


mediately. Apply with care near eyes, nose and mouth. Sojar 4 


keratoses failing to respond should be biopsied. Warn pa- 
tients that treated area may be unsightly during therapy and 
sometimes for several weeks after. Perform follow-up biop- 
sies in superficial basal cell carcinoma. 

Adverse Reactions: Local—pain, pruritus, hyperpigmenta- 
tion and burning at application site most frequent; also der- 


surgery limits treatment to those 


respond to Efudex (fluorouracil/Roche) 





keratotic lesions which are visible. 
Topical therapy with Efudex also un- 
covers and destroys lesions that are 
clinically undetectable.! Because 
Efudex exerts cytotoxic action 
against atypical epidermal cells, 
normal skin usually shows minimal or 
no reaction. Systemic side effects 
have rarely been reported. 

Unlike surgery and other treat- 
ment methods, Efudex works at the 
molecular level, leaving little or no 
scarring. It is both an effective and 
efficient way of treating multiple le- 
sions over widespread areas, as well 
as those in difficult sites. Following 
topical therapy with Efudex, the skin 
usually returns to its normal softness, 
texture and color.? 

Since Efudex produces a pre- 
dictable sequence of response— 


including erythema, vesiculation, 
erosion and ulceration—patients 


VISIT 


In follow-up visit three and one-half months after 
termination of Efudex (fluorouracil/Roche) therapy. 
skin appears clear, with no evidence of scarring 
or recurrence. 








should be thoroughly advised about 
what to expect. They should also be 
instructed to apply Efudex with care 
near the eyes, nose and mouth. The 
final results are usually excellent, and 


the recurrence rate is low. 

References: 1. Willis |: Geriatrics 33(8):33-36. 

Aug 1978. 2. Williams AC, Klein E: Cancer j 
25:450-462, Feb 1979. 


Efudex 


fluorouracil/Roche 


: 5% Cream, 296 and 


5% Solution 


Apply twice daily for 2 to 4 weeks. 


matitis, scarring, soreness, tenderness, suppuration, scaling 
‘and swelling. Also reported—insomnia, stomatitis, irritability, 

medicinal taste, photosensitivity, lacrimation, telangiectasia, 
leukocytosis, thrombocytopenia, toxic granulation and 
eosinophilia. 

r Dosage and Administration: When Efudex is applied 

t erythema occurs, then vesiculation, erosion, ulceration, ne- 
crosis, epithelization. Actinic or solar keratosis—apply suffi- 
cient quantity to cover lesions, twice daily. Usual length of 
therapy is 2 to 4 weeks. Superficial basal cell carcinomas— 
apply sufficient quantity (only 5% strength recommended) 
to cover lesions, twice daily. Continue treatment for at least 


- 


3 to 6 weeks, but possibly as long as 10 to 12. 

How Supplied: Solution, 10-ml drop dispensers containing 
2% or 5% fluorouracil on a weight/weight basis. Cream, 
25-Gm tubes containing 596 fluorouracil in a vanishing cream 
base. 


Roche Laboratories 
Division of Hoffmann-La Roche Inc. 
Nutley, New Jersey 07110 


"And by the way... 
what 


helps relieve 


Wondra lubricates the skin 
to provide immediate relief 
from the scaling, flaking, 
and cracking of dry skin. 


helps restore 


Wondra helps the skin 
restore itself to an improved 
condition. 


helps retain 


Wondra helps the skin retain 
its natural moisture by 
forming an occlusive film on 
the surface of the skin. With 
regular use, Wondra can 
help provide long-term 
protection against dry skin. 


cosmetically 
preferred 


Wondra has a rich, 
nonrunny consistency, rapid 
rub-in, and nongreasy 
afterfeel patients prefer...in 
a choice of scented or 
unscented forms. 


Patient satisfaction with 
Wondra should help 
encourage the regular usage 
necessary to help alleviate 
their dry skin problem. 
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News and Notes 


Change of Office Address.—Begin- 
ning July 15, 1979, all correspondence 
relating to activities of the Society for 
Investigative Dermatology Inc should 
be sent to Kirk D. Wuepper, MD, 
Secretary-Treasurer, The Society for 
Investigative Dermatology Inc, 14435 
SW Uplands Dr, Lake Oswego, OR 
97034. 


Dermatology Conference.— The 
Fourth Regional Conference of Der- 
matology (Asian-Australasian) will be 
held in Penang, Malaysia, June 5-9, 
1980. For information, write Dr Chew 
Hon Nam, secretary, Fourth Regional 
Conference of Dermatology, MMA 
Secretariat, 124 Jalan Pahang, Kuala 
Lumpur 02-14, Malaysia. 


Fifth Annual Scholarship Program.— 
The American Society for Dermato- 
logie Surgery announces its fifth 
annual scholarship program to empha- 
size the scope and importance of 
surgery in dermatology and dissemi- 
nate surgical knowledge and training 
in our specialty. Applicants must be in 
an approved dermatology residency 
training program and finish the surgi- 
cal elective at least six months before 
the completion of the residency, or be 
a full-time faculty member in an 
approved dermatology program, or be 
actively involved in a dermatology 
training program in some other capac- 
ity. Surgical training in teaching 
institutions and private practice is 
acceptable. Other proposals by the 
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candidates will be considered. Appli- 
cations should be submitted by Oct 25, 
1979. For further information write to 
Edward A. Krull MD, Chairman, 
Scholarship Committee, Henry Ford 
Hospital-Dermatology, Detroit, MI 
48202. 


Call for Papers.—Physicians plan- 
ning to attend the Fourth Interna- 
tional Congress of the Society of 
Tropical Dermatology, to be held in 
New Orleans, Sept 23-27, 1979, are 
invited to submit abstracts of 100 
words or less for the Minicase Sympo- 
sium to be held on Tuesday, Sept 25, 
from 2 to 5 PM. These are short presen- 
tations, not to exceed five minutes, 
that emphasize unusual diseases. The 
presentation should focus around pro- 
jection slides. 

Abstracts of 100 words or less 
should be sent to Lawrence Charles 
Parish, MD, chairman, Minicase Sym- 
posium, 1601 Walnut St, Philadelphia, 
PA 19102. 


1978 United Scleroderma Foundation 
Award.—The United Scleroderma 
Foundation awarded $3,000 to Michael 
T. Kovalchik, Stephen Guggenhein, 
Michael Silverman, James S. Robert- 
son, and James Steigerwald for their 
article "The Kidney in Progressive 
Systemie Sclerosis: A Prospective 
Study" (Ann Intern Med 89:881-887, 
1978). Half of the award went to Dr 
Kovalehik and half went to The 
University of Colorado for continuing 
scleroderma research. 


The foundation again plans to 
award $3,000 for the best original 
scleroderma research paper published 
in 1979. The establishment of an 
award carries with it the hope that it 
will act as an incentive to study this 
chronie disabling disease. The award 
is designed for the individual or group 
whose investigative work in this field 
has been outstanding. Names of appli- 
cants for the award, together with 
supporting data, should be submitted 
for consideration by Dec 1, 1979. 
Results of the research must have 
been presented at a scientific medical 
meeting or published in a recognized 
medical journal. The award recipient 
will be determined by a committee. 

Address all communications to Den- 
ny L. Tuffanelli, MD, Department of 
Dermatology, University of Califor- 
nia School of Medicine, San Francisco, 
CA 94143. 


Scholarship Awards.— The American 
Society for Dermatologie Surgery has 
announced the winners of its 1978 
scholarship program. They are James 
C. Baumgaertner, University of -Min- 
nesota; Alexander Chiarmonti, Duke 
University; C. William Hanke, Cleve- 
land Clinie; Thomas F. Hudson III, 
University of Arkansas; Patrick J. 
Lilis, University of Iowa; Lois Y. 
Matsuoka, Cook County Hospital; 
James Seehafer, Mayo Clinic; 
Kenneth Ubben, University of Minne- 
sota; and Steven Wasserman, Yale 
University. The Society offers its 
congratulations to these scholarship 
winners. 
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A 21 Classic dermatitides 
& demand the classic 
^ treatment: 


Seborrheic dermatitis E b X l The effective, mid-potency 
E d corticosteroid. 


Psoriasis 


quA. 


Atopic dermatitis 


FLUONID e qn acetonide) ® Preven RInCacY T ponto as "E Prescribe FLUONID 
alternative over a decade of clinical success, wit (fluocinolone acetonide) t 
more than ten million patients treated. 
because it provides: e Safety There is a lower incidence of classic steroid from 
Herbert Laboratories: 


reported side effects than those associ- 


ated with more potent steroids. rapid relief ata 
e Flexibility Fluonid is available in a reasonable cost. 


full range of dosage forms: solution 
0.01%, cream 0.01% and 0.025%, and 
ointment 0.025%. 


e Economy There are substantial savings 
for your patients — a prime consideration 
when you choose therapy. Herbert Laboratories, Irvine, California 92713 


Please see next page for summary of prescribing information 
2999-T1- Sem 
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FLUONID 


(fluocinolone acetonide) 





Fluonid® Ointment 0.025% 
Fluonid® Cream 0.01% 

Fluonid® Cream 0.025% 
Fluonid® Topical Solution 0.01% 


CONTAINS: 
Fluonid Ointment 0.025% 


fluocinolone acetonide 0.25 mg/g 
Fluonid Cream 0.025% 

fluocinolone acetonide 0.25 mg/g 
Fluonid Cream 0.01% 

fluocinolone acetonide 0.1 mg/g 
Fluonid Topical Solution 0.01% 

fluocinolone acetonide 0.1 mg/ml 


INDICATIONS: For relief of inflammatory 
manifestations of corticosteroid-responsive 
dermatoses. 


CONTRAINDICATIONS: In viral diseases of the 
skin such as varicella and vaccinia; in those 
patients with a history of hypersensitivity to 
any of the components of the preparation. Not 
for ophthalmic use. 


Should not be used when circulation is markedly 
impaired. 


WARNINGS: 


USAGE IN PREGNANCY: Although topical ste- 
roids have not been reported to have an adverse 
effect on the fetus, the safety of their use in 
pregffnt females has not absolutely been 
established. Therefore, they should not be 
used extensively on pregnant patients. 


PRECAUTIONS: If irritation develops, the prod- 
uct should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection, the use of 
appropriate antifungal or antibacterial agents 
should be instituted. If a favorable response 
does not occur promptly, the corticosteroid 
should be discontinued until the infection has 
been adequately controlled. 


If extensive areas are treated or the occlusive 
technique is used, the possibility exists of 
increased systemic absorption. Suitable pre- 
cautions should be taken. 


Multiple or extensive lesions should be treated 
sequentially with applications to only small 
areas at any one time. 


ADVERSE REACTIONS: The following local 
adverse reactions have been reported with 
topical corticosteroids either with or without 
occlusive dressings: burning sensations, itch- 
ing, irritation, dryness, folliculitis, secondary 
infection, skin atrophy, striae, acneform erup- 
tion and hypopigmentation. 


The following may occur more frequently with 
occlusive dressings than without such therapy: 
maceration of the skin, secondary infection, 
skin atrophy, striae, miliaria. In some patients 
with dry lesions, the solution may increase 
dryness, scaling or itching. Application to 
denuded or fissured areas may produce a burn- 
ing or stinging sensation. If burning and sting- 
ing persist and the dermatitis has not improved, 
use of the solution should be discontinued. 





Manufactured by: 

Marion Laboratories, Inc. 
Kansas City, Missouri 64137 
‘Distributed by: 

Herbert Laboratories 


Dermatology Division of 
Allergan Pharmaceuticals, Inc. 


2525 Dupont Drive 
Irvine, California 92713, U.S.A. 


lf you’re looking 
for a new practice 
opportunity. . . 


look here 


American Medical Association 


Physicians 
Placement 
Service 


Opportunity Y 
Placement 
Register 


This new AMA Opportunity Place- 
ment Register contains a description 
of over 4,000 available practice oppor- 
tunities. Each listing is a brief coded 
summary covering location, type of 
practice, area of specialization, and 
other data. Included are two indexes 
to assist you in quickly finding the 
most suitable opportunity. 


Fast turnaround -- The Register is 
mailed within 24 hours of receipt of 
your request. After receiving your 
selections of the practice oppor- 
tunities on which you want further in- 
formation, full-page computer print- 
Outs on each selection are sent 
within 10 days. 


Order your Register now -- Published 
quarterly by the AMA Physicians’ 
Placement Service, this Register is 
the only comprehensive national 
listing of new practice opportunities. 


AMA Physicians’ Placement Service 
American Medical Association 
535 N. Dearborn/Chicago, IL 60610 


YES, | am interested in a new practice 
opportunity. Send me the new AMA 
OPPORTUNITY PLACEMENT REG- 
ISTER, along with the registration 
form. 


Name 
Address 


City/State/Zip 
S/J 








SYNALAR’ 


(fluocinolone acetonide) 
CREAM 0.025%, 0.01% 
OINTMENT 0.025% 

SOLUTION 0.01% 

SYNEMOL® Cream 0.025% 
SYNALAR-HP* Cream 0.2% 


Description Synalar* Synemol* and Synalar-HP* contain 
the steroid fluocinolone acetonide. Their chemical name is 
6a, 9a-difluoro-16a-hydroxyprednisolone-16, 17-acetonide. 


Synalar cream contains fluocinolone acetonide 0.25 mg./g. 
or 0.1 mg./g. in a water- washable aqueous base of stearic 
acid, propylene glycol, sorbitan monostearate and mono- 
oleate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 


Synalar ointment contains fluocinolone acetonide 0.25 
mg./g. in a white petrolatum U.S.P. vehicle. 


Synalar solution contains fluocinolone acetonide 0.1 mg. /ml. 
in a water-washable base of propylene glycol with citric acid. 


Synemol cream contains fluocinolone acetonide 0.25 mg./g. 
in a water- washable aqueous emollient base of stearyl 

alcohol, cetyl alcohol, mineral oil, propylene glycol, sorbitan 
monostearate, polysorbate 60, purified water and citric acid. 


Synalar-HP cream contains fluocinolone acetonide 2 mg./g. 
in a water- washable aqueous base of steary! alcohol, cetyl 
alcohol, mineral oil, propylene glycol, sorbitan monostea- 
rate, polysorbate 60, purified water and citric acid with 
methylparaben and propylparaben as preservatives. 


Indications Inflammatory manifestations of corticosteroid- 
responsive dermatoses. 


Contraindications Topical steroids are contraindicated in 
patients with a history of hypersensitivity to any of the com- 
ponents of the preparation. 


Synalar-HP* (fluocinolone acetonide) 0.29€ cream should not 
be used on infants up to two years of age. 


Precautions If irritation develops, discontinue the product 
and institute appropriate therapy. 


In presence of an infection institute use of an appropriate 
antifungal or antibacterial agent. If a favorable response 
does not occur promptly, discontinue the corticosteroid 
until the infection has been adequately controlled. 


If extensive areas are treated or if occlusive technique is 
used, there will be increased systemic absorption of the 
corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant women has not 
absolutely been established. In laboratory animals, 
increases in incidences of fetal abnormalities have been 
associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used extensively 
on pregnant patients, in large amounts or for prolonged 
periods of time. 


These products are not for ophthalmic use. 


Synalar-HP cream should not be used for prolonged 
periods and the quantity per day should not exceed 2 g. 
of formulated material. 


Adverse Reactions Local adverse reactions reported with 
topical corticosteroids: burning, itching, irritation, dryness, 
folliculitis, hypertrichosis, acneform eruptions, hypopigmen- 
tation, perioral dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary infection, skin atrophy, 
striae, miliaria. 


How Supplied 
Synalar® (fluocinolone acetonide) 
Cream 0.025% —15, 30 and 60g. tubes and 
120 and 425g. jars. 
Cream 0.01% —15, 45 and 60g. tubes and 
120 and 425g. jars. 
Ointment 0.025% —15, 30 and 60g. tubes and 425g. jars. 
Solution 0.01% — 20 and 60cc. plastic squeeze bottles. 
Synemol® (fluocinolone acetonide) 
Cream 0.025% —15, 30 and 60g. tubes. 
Synalar-HP® (fluocinolone acetonide) 
Cream 0.2% — 12g. tubes. 


Syntex Laboratories, Inc 
Palo Alto, California 94304 
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Original Contributions 


e Acropustulosis of infancy (Al) is a 
syndrome consisting of pruritic pustules 
that are found primarily on the extremities 
of infants. It is uncommon, but not rare, 
and persists about two years. In two 
infants in whom Al began at birth, there 
was a striking response to sulfones. There 
was no response to other therapy. Labora- 
tory findings are not diagnostic for Al. 
Similar histopathologic changes (subcor- 
neal pustules) can be found in other erup- 
tions of infancy. 

(Arch Dermatol 115:831-833, 1979) 


W: have observed infants who 
were affected with a papulopus- 
tular dermatosis that we believe to be 
distinct from all other eruptions of 
infancy. We are unable to find reports 


See also p 834. 


of the eruption in the literature, but 
other physicians have apparently seen 
similar patients. We report two exam- 
ples of the disease under the designa- 
tion "acropustulosis of infancy." 


REPORT OF CASES 


Case 1.—A black male infant was born on 
Aug 21, 1975. His mother stated that at the 
time of birth, papules were present on his 
hands, feet, and face. After a few hours, 
the papules became vesicles; by 24 hours 
after birth, they evolved into pustules. 
Within 72 hours, a pediatrician confirmed 
this observation. The eruption and pruritus 
continued. 

During the first two months of life the 
infant received orally administered penicil- 
lin G potassium, erythromycin, cloxacillin 
sodium monohydrate, and prednisone for 
this eruption. In addition, he was treated 
with topically applied neomycin sulfate- 
polymyxin B sulfate, y-benzene hexachlo- 
ride, triamcinolone acetonide, and salicylic 
acid with menthol and phenol. Therapy did 
not appear to alter the progress of the 
disease. Administration of hydroxyzine 
hydrochloride, 10 mg twice daily, slightly 
sedated the patient. He was referred to one 
of us (G. K.) at the age of four months. 

The parents and two siblings of the 
infant are in good health. The family had 
no history of skin diseases, atopy, or other 
illnesses. All pregnancies were uneventful. 
The mother stated that during the preg- 
nancy there was no history or evidence of 


Accepted for publication March 27, 1979. 

From the Department of Pathology, Mount 
Sinai Medical Center, Miami Beach, Fla (Dr 
Rywlin). 

Reprint requests to Parkway Hospital Medical 
Plaza, Suite 401, 16800 NW Second Ave, North 
Miami Beach, FL 33169 (Dr Kahn). 
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Acropustulosis of Infancy 


infection, drug intake, or difficulty during 
labor or childbirth. This was confirmed by 
her record and her physicians. 

After we saw the patient, the lesions and 
symptoms continued to occur, primarily 
over the hands and feet (Fig 1). The lesions 
began as papules that became vesicular 
and pustular within 24 hours. There was no 
tendency for lesions to coalesce. In three to 
seven days they subsided and left a residu- 
al brown seale. New lesions appeared in 
crops adjacent to old ones. 

The results of the following laboratory 
studies were all negative or within normal 
limits: CBC count, sedimentation rate, 
platelet count, total eosinophil count, chest 
roentgenogram, VDRL, total complement 
activity, immunoelectrophoresis, stool cul- 
tures for ova and parasites, skin lesion 
eultures and Gram's stains (repeated four 
times), and glucose-6-phosphate dehydro- 
genase screening of the RBCs. 

After the glucose-6-phosphate dehydro- 
genase screening test results proved 
normal, the patient received dapsone, 2 
mg/kg/day, in two divided doses, ie, 10 mg 
twice daily. In 24 hours the pruritus dimin- 
ished, and by 72 hours the pustules and 
pruritus had disappeared. After stopping 
the drug treatment, the pruritus and 
lesions returned within two to three days. 
On six other occasions during the first year 
of life, the medication was stopped and the 
symptoms and lesions returned. From age 
12 to 16 months the pruritus became less 
severe and less frequent, but required a 
longer period (two to five days) before the 
effect of dapsone suppressed vesicle and 
pustule formation, and the drug had to be 
given for about seven days for the eruption 
to clear completely. Between the ages of 16 
and 24 months, symptom- and eruption- 
free intervals progressively lengthened so 
that therapy was needed about one week 
during each month. The patient required 
no therapy after 25 months of age. 

CasE 2.—A black girl who was born on 
Jan 27, 1976, had a history identical to that 
of patient 1, except that she was seen by 
one of us (G. K.) at the age of 14 months, 
after she had been treated without success 
by several physicians. Her mother stated 
that lesions were present on the hands and 
feet at birth. 

The eruption, while primarily clustered 
on the distal extremities, also involved the 
face and, sporadically, the proximal part of 
the limbs and trunk. Lesions would resolve 
in three to seven days, leaving a brownish 
discoloration. New lesions continued to 
occur with increasing severity and fre- 
quency during the first year of life. 

Examination of the infant showed 
numerous vesicles clustered on the dorsa of 
the feet, extending to the ankles and lower 
part of the legs; similar lesions were pres- 
ent on both sides of the hands and fore- 
arms. Fewer lesions were found on other 
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parts of the body, most notably the face. 

The results of the following laboratory 
studies were all negative or within normal 
limits: CBC count, sedimentation rate, 
platelet count, total eosinophil count, stool 
cultures for ova and parasites, skin cultures 
and Gram’s stains, and RBC glucose- 
6-phosphate dehydrogenase tests. 

The patient was given dapsone, 2 mg/ 
kg/day, in two divided doses, ie, 10 mg 
twice daily. In 24 hours the pruritus dimin- 
ished, and by 72 hours the lesions and 
pruritus had disappeared. By the time the 
patient was 22 months of age the eruption 
became progressively less severe. On five 
occasions, attempts to stop the medication 
resulted in recurrences of the eruption. 
However, the patient needed the sulfones 
less frequently as symptom-free intervals 
became longer. After age 26 months she 
remained asymptomatic without treat- 
ment. 


BIOPSY RESULTS 


On light microscopy, the histologic 
changes in six skin biopsy specimens 
from both patients varied little. The 
most characteristic finding was a 
circumscribed subcorneal pustule that 
was filed with polymorphonuclear 
leukocytes and coagulated plasma 
(Fig 2 and 3). The roof of the pustule 
consisted of compact keratin; the base 
comprised a compressed atrophic Mal- 
pighian layer. The papillary dermis 
showed slight edema and contained a 
superficial perivascular lymphocytic 
infiltrate with a few polymorphonu- 
clear leukocytes and eosinophils." 

Direct immunofluorescent micros- 
copy of biopsy specimens from lesion- 
al, perilesional, and uninvolved skin, 
showed no abnormal fluorescence of 
the dermis, epidermis, or dermoepi- 
dermal junction. Indirect immuno- 
fluorescence of patients’ sera also 
showed no abnormalities. The anti- 
sera used were IgA, IgM, ANA and 
B1A complement.' 





Fig 1.—Vesicles and pustules on foot. 
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Fig 2.—Circumscribed subcorneal pustule filled with neutrophils and plasma; roof is 
compact keratin and base is compressed Malpighian layer (hematoxylin-eosin, 
x 240). 
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Fig 3.—Subcorneal neutrophils from vesicle on foot (hematoxylin-eosin, X 120). 


COMMENT 


Acropustulosis of infancy is a condi- 
tion that, to our knowledge, is hereto- 
fore undescribed and unusual. It is not 
rare, since at a recent pediatric 
dermatology conference, several phy- 
sicians claimed to have observed simi- 
lar, but unsuccessfully treated, cases. 
No physician had seen or heard of a 
case that began at birth. In 1977 and 
1978, Jarratt reported nine cases; the 
age range at onset was from 2 months 
to 10 months. Patients who were 
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followed up to the time of spontaneous 
disease remission cleared at age 18-20 
months. No patients were treated 
with dapsone. Topical administration 
of steroids was not of value. Only 
soporific doses of oral antihistamines 
provided any relief of symptoms. 
Jarratt subsequently encountered a 
tenth patient with AI, but data 
obtained from that patient are not 
presented herein. 

Jarratt and colleagues found histo- 
logic changes that were identical to 


ours. From the sparse data available, 
it can only be speculated that the 
earlier the disease has its onset, the 
longer the condition lasts. Also, it can 
only be surmised that dapsone might 
lessen disease morbidity. 

The data are insufficient to de- 
scribe AI and to define its course with 
certainty. From the data available 
from our two and Jarratt’s nine 
patients, 11/11 had lesions predomi- 
nantly over the hands and feet, 10/11 
were black, and 9/11 were male. 
James E. Rasmussen, MD, stated that 
he had observed a white female infant 
with AI for two years. She had not 
responded to therapy and a biopsy 
specimen was not taken; she received 
no sulfones (oral communication, Dec 
5, 1978). Samuel Weinberg, MD, had 
observed a similar white boy from 
birth; a biopsy specimen helped con- 
firm the diagnosis, but the patient's 
condition did not respond to conven- 
tional therapy (dapsone was not 
given) The disease spontaneously 
cleared by ten months of age (oral 
communication, Oct 22, 1978). As 
physicians become aware of AI, and 
data are culled from more cases, its 
clinical spectrum will become more 
precisely defined. 

The occurrence of skin eruptions 
consisting of vesicopustules in infants 
is common.” Localization of lesions to 
the extremities with intractable re- 
currences and unresponsiveness to 
therapy are rare. 


impetigo 


Most cases of AI were originally 
diagnosed as impetigo. Cultures and 
Gram’s stains from the lesions were 
negative. Scratching often resulted in 
secondary infection, but the basic 
disease process continued unchanged. 
Treatment with antibiotics, topically 
and systemically, was without suc- 
cess. 


Pompholyx (Dyshidrotic Eruption) 


The histologic picture of the vesicles 
of pompholyx does not show subcor- 
neal pustules, and the disease is rare 
in infants. The authors of one large 
text have not seen it in children under 
five years of age, nor is it mentioned 
in a text on neonatal dermatology.** 
The response of adults with pompho- 
lyx who are given sulfones is sporad- 
ic. 


Toxic Erythema of the Newborn 


Toxic erythema of the newborn is a 
condition that effects the skin of 
about 40% of all infants, usually after 
12 hours, but within the first 48 hours, 
after birth. It is a fleeting eruption 
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composed of papular lesions that 
become pustules on erythematous 
bases.‘ It is rarely localized to the 
extremities. A smear of intralesional 
contents characteristically shows eo- 
sinophils, which are not found in AI. 
Toxic erythema quickly runs its course 
(two to five days) without treatment. 


Transient Neonatal 
Pustular Melanosis 


In 1976, Ramamurthy et al de- 
scribed a condition that is similar to 
Al, but is transient and asymptomat- 
ic.’ It is found in about 5% of black 
infants and about 0.5% of white 
infants at birth. Lesions evolve over a 
72-hour period immediately after 
birth. Sites of predilection are the 
neck, back, palms, and soles. Lesions 
resolve leaving pigmented macules 
that persist from three weeks to three 
months. The histopathology of active 
lesions shows a thickened epidermis 
with collections of neutrophils in and 
under the stratum corneum. 


Congenital Cutaneous Candidiasis 


This condition appears as a general- 
ized maculopapular rash that rapidly 
becomes vesicular or bullous soon 
after birth.* Candida albicans is dem- 
onstrated on direct smear and culture 
from the lesions. The condition resem- 
bles erythema toxicum and bacterial 
folliculitis more than AI. 


Scabies 


Any unrelenting pruritic eruption 
of infants can simulate scabies and 
can cause the physician to look for the 
mite. A group of adopted infants and 
children from Asia, with recurrent 
pustules primarily on their palms and 
soles, responded to therapy for sca- 
bies; Many patients with AI are 
treated, often with resultant irrita- 
tion, for scabies. 


Subcorneal Pustular Dermatosis 


Subcorneal pustular dermatosis 
(SPD) is rare in children; less than 10 
cases have been reported. In three of 
these patients the eruption began at 
ages two to three months.*'’ There is 
a report that a mother with SPD gave 
birth to a child with similar lesions, 
which lasted seven days." In infants 
and children the appearance and loca- 
tion of lesions of SPD are similar to 
those of adults, except that systemic 
toxicity (fever and leukocytosis) is 
common. This disorder is a relapsing 
eruption predominantly affecting the 
flexural folds. By contrast, the infants 
of our report had lesions primarily 
over the hands and feet, without 
constitutional symptoms. The charac- 
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teristies of SPD that the infants of 
this report do display include subcor- 
neal pustules, response to sulfone 
therapy, and negative immunofluor- 
escence studies.'^'' 

Other vesicular eruptions of infants 
that might be confused with AI 
include herpes simplex infection, juve- 
nile dermatitis herpetiformis, and 
recalcitrant pustular dermatoses. 
Even less likely diagnostic considera- 
tions are pustular psoriasis and pustu- 
losis palmaris et plantaris. Of 155 
patients with pustular psoriasis, only 
four were less than 11 years of age.” 
Pustular psoriasis can occur on the 
extremities; it does not show subcor- 
neal pustules, and uncommonly re- 
sponds to sulfones. In a ten-year study 
of all patients with pustulosis palma- 
ris et plantaris, none of 272 patients 
was less than 10 years of age.'^ 

Sulfones were more effective than 
erythromycin in preventing pustule 
formation in AI. The mechanism of 
action of the drug in this disease is 
unknown. Sulfones inhibit release of 
lysosomal enzymes that are present in 
polymorphonuclear leukocytes, which 
may partially explain why they are 
effective in a variety of neutrophilic 
inflammatory dermatoses." Also, re- 
cent in vitro studies have shown that 
sulfones inhibit the cytotoxic system 
in the polymorphonuclear leukocyte 
that is mediated by verdoperoxidase, 
hydrogen peroxide, and halide." No 
other leukocyte function (chemotactic, 
phagocytic, etc) was affected by 
sulfones in these studies.'* 

The dosage of sulfones to be used 
for infants has not been well defined. 
From our experience, 2 mg/kg/day 
was efficacious. Sulfones are not 
available in suspension form. We 
recommend that the tablets be 
crushed, suspended in water, and 
refrigerated. We noted that refriger- 
ated material was effective up to 
three months after preparation. 

After this article was submitted for 
publication, two additional cases of AI 
came to our attention. Andrew L. 
Messenger, MD (oral communication, 
April 17, 1979), treated a 3-month-old 
child who had had onset of AI at 6 
weeks of age. The infant had been 
treated with antibiotics and topically 
applied steroids, with no effect. 
Smears from lesions all showed poly- 
morphonuclear leukocytes. The infant 
was then treated with dapsone, 2 mg/ 
kg daily, and clearing was achieved in 
less than one week. 

Raymond Caputo, MD (oral commu- 
nication, May 1, 1979), examined a 
7-month-old male infant with AI 
whose eruption had begun at the age 


of 2 months. The infant had had other 
treatments, without success. Dapsone, 
2 mg/kg/day in divided doses, was 
then found to give relief, but unfortu- 
nately, it caused methemoglobinemia. 
Reducing the dosage to 5 mg/kg/day 
then relieved the symptoms and 
cleared many of the lesions without 
causing methemoglobinemia. A biop- 
sy specimen of a lesion showed poly- 
morphonuclear leukocytes in the sub- 
corneal area. 


Nonproprietary Name and 
Trademark of Drug 


Cloxacillin sodium monohydrate—Tegopen. 
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Infantile Acropustulosis 


Michael Jarratt, MD, William Ramsdell, MD 


e Infantile acropustulosis is a syn- 
drome that is characterized by recurrent 
crops of 1- to 2-mm, intensely pruritic 
vesicopustules on the distal extremities. 
The eruption is unresponsive to topical 
steroids, and pruritus is relieved only by 
soporific doses of antihistamines. 

(Arch Dermatol 115:834-836, 1979) 


A the 1976 Annual Meeting of the 
American Society for Pediatric 
Dermatology, Kahn presented a case 
of an unusual acral, pustular, pruritic 
eruption in an infant that failed to 
improve with the topical application 
of corticosteroid creams. Dr Kahn’s 


See also p 831. 


report struck a familiar chord, because 
we had seen similar cases in Houston. 
We subsequently observed ten identi- 
cal cases and coined the term “infan- 
tile acropustulosis.” The Table sum- 
marizes the clinical and histologic 
features of this disease as seen in our 
ten cases. Details of two of these cases 
follow. 


REPORT OF CASES 


Case 1.—This 2'4-year-old boy experi- 
enced the onset of his skin disease at the 
age of 3 months. Intensely pruritic, 1- to 
3-mm vesicopustules erupted on the palms 
and soles, and the dorsal aspects of the 
hands, fingers, and feet (Fig 1). Although 
they were concentrated on the hands and 
feet, a few lesions were scattered over the 
ankles and medial aspect of the forearms. 
Until the patient was 1 year 9 months old, 
crops of lesions erupted at two- and four- 
week intervals and persisted for seven to 
ten days each time. After the age of 1 year 
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9 months, crops of lesions occurred less 
frequently (every two to three months) and 
resolved more quickly (in three to four 
days). His last episode, at the age of 2% 
years, came five months after the previous 
one, lasted only three days, and consisted 
of a small number of lesions on the feet 
only. 

The patient’s personal and family histo- 
ry showed no psoriasis, eczema, rhinitis, or 
asthma. 

Laboratory test results that were ob- 
tained during an eruption when the patient 
was 6 months old showed hemoglobin level 
of 11.8 g/dL, hematocrit reading of 36%, 
and WBC count of 6,800/cu mm, with 48% 
lymphocytes, 4% monocytes, 46% neutro- 
philic polymorphonuclear leukocytes, 1% 
basophils, and 1% eosinophils. Smears of 
lesion contents that were stained with 
hematoxylin-eosin showed numerous neu- 
trophilie polymorphonuclear leukocytes 
and no eosinophils. Cultures of lesion 
contents on blood agar and Sabouraud’s 
agar produced no growth. Results of viral 
cultures of lesion contents were negative. 
Results of potassium hydroxide prepara- 
tions of lesion scrapings were negative for 
fungi, yeasts, and Sarcoptes scabiei. Biopsy 
specimens of lesions showed intraepider- 
mal collections of neutrophilic polymorpho- 
nuclear leukocytes with minimal underly- 
ing dermal inflammation (Fig 2 and 8). 

Intense pruritus was relieved only by 
orally administered, soporific doses of 


diphenhydramine hydrochloride, 5 to 8 mg/ 
kg/24 hr. Topical application of 0.05% fluo- 
cinonide cream neither relieved pruritus 
nor prompted resolution of lesions. 

Case 2.—This 4-year-old boy experienced 
the onset of his skin disease at the age of 10 
months. Lesions were identical to those 
described in case 1. They were concen- 
trated on the dorsa of the hands, feet, 
fingers, and toes (Fig 4). Between the ages 
of 10 months and 2 years, new crops of 
lesions erupted at two- and four-week 
intervals and persisted for seven to 14 days 
each time. The numbers of vesicopustules 
that erupted with each exacerbation 
decreased slowly as the patient neared 2 
years of age. No new lesions developed 
between 2 years and 4 years of age. The 
patient’s mother thought that exacerba- 
tions were more frequent and more severe 
during the summer months. 

The patient’s personal and family histo- 
ry showed no psoriasis, eczema, rhinitis, or 
asthma. 

Laboratory test results that were ob- 
tained during an exacerbation of disease 
when the patient was 18 months old 
showed hemoglobin level of 12.0 g/dL, 
hematocrit reading of 36%, and WBC count 
of 5,600/cu mm, with 52% lymphocytes, 3% 
monocytes, 44% neutrophilic polymorpho- 
nuclear leukocytes, and 1% eosinophils. 
Results of examination of lesion smears 
and biopsy specimens were the same as 
those described in case 1. 






Summary of Ten Cases of Infantile Acropustulosis 


Race Preponderantly black (9 of 10 cases) 
Sex Preponderantly male (9 of 10 cases) 
Age at onset 2 to 10 months 


Course intermittent exacerbation and remission; worse in the 
summer 


Age at resolution 2 years or older 


Distribution Palms, soles, dorsa of hands and feet; scattered lesions 
on wrists and ankles 


Lesions 1- to 2-mm pustules 
Symptoms Intense pruritus 











Therapy Soporific doses of antihistamines; topical steroids are 
ineffective 
Histology Well-circumscribed intraepidermal pustules filled with 


neutrophilic polymorphonuclear leukocytes 
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Fig 1.—New crop of 1- to 2-mm pustules in 
characteristic location on medial aspect of 
foot. 


Fig 2.—Early lesion of infantile acropustu- . 
= losis with focal accumulation of neutro- 
philic polymorphonuclear leukocytes in 
the middle to upper epidermis (hematoxy- 











b lin-eosin, x 10). 
Fig 3.—Biopsy specimen from fully devel- 
oped clinical lesion showing large, well- 
circumscribed intraepidermal pustule 
filled with neutrophilic polymorphonuclear 
a leukocytes (hematoxylin-eosin, x 10). 
rx 
s. : 2 = 
Fig 4.—Discrete pustules of infantile acro- 
pustulosis on fingers. 

Pruritus was relieved only by oral tous papules and enlarge into well- philic polymorphonuclear leukocytes. 
administration of antihistamines. Topical- circumscribed, discrete pustules with- ^ No eosinophils are present (Fig 2 and 
ly applied 0.025% fluocinolone acetonide in 24 hours (Fig 1 and 4). Lesions are 3). Results of cultures of pustular 
and 0.1% triamcinolone acetonide prepara- concentrated on the palms and soles lesions are negative for bacteria, 

. tions neither relieved pruritus nor and appear in lesser numbers on the yeasts, and dermatophyte fungi. Re- 
prompted résolution of lesions. dorsa of the hands, feet, wrists, and sults of repeated tests of scrapings are 
COMMENT ankles. Lesions occasionally appear in negative for S scabiei, yeasts, and 

small numbers on the scalp. New crops fungi. 

Infantile acropustulosis occurs pre- of lesions are accompanied by intense The differential diagnosis of infan- 
ponderantly in black infants whose pruritus, restlessness, and fretfulness. tile acropustulosis includes erythema 
family histories show no psoriasis or The eruption is unresponsive to potent toxicum, transient neonatal pustular 
atopy. The eruption begins between topical steroids, and the pruritus is melanosis, dyshidrotic eczema, the 
the ages of 2 months and 10 months. relieved only by soporific doses of | Barber type of pustular psoriasis, 
New crops of intensely pruritic vesico- diphenhydramine. Disease activity re- tinea, and impetigo. 
pustules appear for seven to ten days, solves spontaneously by the time the 

i after which the eruption remits for patient is 2 to 3 years old. Infantile Acropustulosis vs 


two to three weeks before recurring. 
The eruption is worse in the summer. 
Lesions begin as pinpoint erythema- 
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Histologically, the lesions are large, 
well-circumscribed, ^ intraepidermal 
pustules that are filled with neutro- 


Erythema Toxicum 


Erythema toxicum is a common 
entity that occurs within the first two 
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weeks of life, lasts only two to three 
days, and resolves without recurrence. 
It is characterized by 1- to 3-mm pale 
yellow papules and pustules that are 
superimposed on erythematous bases. 
The lesions of erythema toxicum are 
distributed over the trunk and, to a 
lesser extent, the extremities and the 
face.' Involvement of the palms and 
soles is unusual. Histologically, the 
subcorneal pustules of erythema toxi- 
cum are located at pilosebaceous ori- 
fices and are filled with eosinophils.’ 
Infantile acropustulosis begins at age 
3 to 10 months, persists for two years 
or longer, chiefly involves the palms 
and soles, and is characterized histo- 
logically by an intraepidermal pustule 
filled with neutrophilic polymorpho- 
nuclear leukocytes. 


Infantile Acropustulosis vs 
Transient Neonatal 
Pustular Melanosis 


Transient neonatal pustular mela- 
nosis (TNPM) is present at birth and 
resolves spontaneously within three 
weeks to three months without recur- 
rence. Vesicopustules are clustered 
under the chin and on the forehead, 
nape of the neck, and lower part of the 
back. Scattered lesions may be seen on 
the extremities, palms, and soles. 
Individual vesicopustules dry within 
one to two days, leaving a small collar- 
ette of scale on a pigmented macule. 
Histologically, the subeorneal pustules 


of TNPM are filled with neutrophilic 
polymorphonuclear leukocytes and a 
few eosinophils.’ Infantile acropustu- 
losis occurs later, persists longer, and 
differs histologically. 


Infantile Acropustulosis vs 
Dyshidrotic Eczema 


Dyshidrotic eczema usually begins 
in adolescence or early adulthood. It 
runs an intermittent and chronic 
course for years. The palms, soles, and 
lateral margins of the fingers are 
areas of predilection. The primary 
lesion is an eczematous vesicle that is 
seen histologically in the superficial 
epidermis as a fluid-filled space with 
few inflammatory cells. A family 
history of atopy is common, and the 
eruption is responsive to topical 
steroid therapy.' Infantile acropustu- 
losis is characterized histologically by 
well-circumscribed, ^ intraepidermal 
pustules that are filled with neutro- 
philie polymorphonuclear leukocytes; 
there is no family history of atopy, 
and the eruption is not responsive to 
topical steroid therapy. 


Infantile Acropustulosis vs 
the Barber Type of Pustular 
Psoriasis 


The Barber type of pustular psoria- 
sis begins in adolescence or early 
adulthood and runs a persistent, 
chronic course for years. The eruption, 
which involves the palms and soles, is 


CORRECTION 


characterized by inflammatory pus- 
tules that are superimposed on an 


erythematous, scaling plaque. Typical . 


psoriasis may be present elsewhere. 
Histologically, pustular psoriasis is 
very similar to infantile acropustulo- 
sis, but clinically the two are distinct. 
Infantile acropustulosis begins ear- 
lier, resolves within a few months, and 
is not accompanied by typical psoria- 
sis elsewhere or a family history of 
psoriasis. 

Infantile acropustulosis appears to 
be a rather common disease in infancy 
and early childhood that is clinically 
distinct from other described derma- 
tological entities. 


Nonproprietary Name and 
Trademarks of Drug 


Fluocinonide— Lider, Topsyn. 
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Bowel Bypass Syndrome 


Charles H. Dicken, MD, James R. Seehafer, MD 


e We report two cases of a syndrome 
related to the bowel bypass surgical 
procedure. This syndrome consists of a 
flu-like illness, with temperatures from 
38.3 to 39.4 °C (101 to 103 °F), chills, 
malaise, and inflammatory papules and 
pustules, 2 to 4 mm in diameter, on the 
extremities and upper part of the trunk. 
The illness lasts two to six days, and then 
recurs in one to six weeks. During some 
episodes, myalgia and polyarthralgia oc- 
cur; between episodes, joints are normal. 
In both patients, extensive evaluations 
had been made to determine the cause of 
the persistent illness before this distinc- 
tive syndrome, related to the bowel 
bypass surgical procedure, was recog- 
nized. These two cases are also illustra- 
tive of the two therapeutic approaches 
that may be of value: administration of 
antibiotics, especially metronidazole, or 
reconstitution of the normal bowel anato- 
my. The relationship of this syndrome to 
the arthritis associated with bowel bypass 
and to bypass enteropathy is discussed. 

(Arch Dermatol 115:837-839, 1979) 


se of intestinal bypass surgery 

for the control of severe morbid 
obesity was initiated in 1956.' Iber 
and Copper? have estimated that 
between 12,000 and 20,000 of these 
operations have been performed in 
the United States, and it has been 
estimated that more than 200 articles 
have been published in medical jour- 
nals about the bowel bypass surgical 
procedure and its complications. 

The complications** have been nu- 
merous and have included persistent 
diarrhea with water and electrolyte 
deficits, hepatic failure, renal stones, 
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gallstones, emotional distress, polyar- 
thritis, and bypass enteropathy. Sha- 
grin et al’ reported a 23% incidence of 
polyarthritis in patients who have had 
this procedure, and subsequent series 
have reported a similar incidence. 
Acute or subacute arthritis and teno- 
synovitis may develop, in addition to a 
considerable degree of polymyalgia 
and polyarthralgia. In many patients, 
the symptoms are temporary, but 
some symptoms have been persistent 
and difficult to control. In those 
patients in whom symptoms have 
been sufficient to warrant revision of 
their bypass operation to a normal 
anatomical sequence, the arthritis has 
resolved and has not recurred. In some 
patients, an inconsistent improve- 
ment has been seen with use of anti- 
bioties such as tetracycline. The 
patients with arthritis have all had 
negative results on tests for rheuma- 
toid factor and antinuclear antibodies 
and, except in two instances,‘ have not 
had spondylitis or positive test results 
for HLA-B27 antigen. 

We wish to report two cases in 
which patients who had undergone 
intestinal bypass surgery experienced 
repeated episodes of an influenza-like 
illness, associated with temperatures 
from 38.3 to 39.4 °C (101 to 103 °F), 
chills, malaise, and a dermatosis char- 
acterized by inflammatory papules 
and pustules. 


REPORT OF CASES 


Case 1.—A 49-year-old woman had had 
an end-to-side jejunocolic bypass procedure 
in April 1972 because of massive obesity. 
Approximately one year before evaluation 
at the Mayo Clinic in January 1978, she had 
begun to have repeated episodes of an 
influenza-like syndrome. This consisted of 
chills, temperatures from 38.3 to 39.4 °C 
(101 to 103 °F), generalized malaise, and an 
eruption of inflammatory papules and 
pustules mainly involving the extremities. 
Approximately nine months before admis- 


sion to the Mayo Clinic, she also began to 
experience myalgia and some polyarthral- 
gia. The joints were normal between these 
episodes. The average duration of the 
episodes was two to four days. She would 
then have a period free of symptoms and a 
subsequent recurrence in one to two weeks. 
The patient was not receiving medication 
that could have been associated with her 
symptoms. 

Other past medical problems included a 
history of arteriosclerotic heart disease 
with previous myocardial infarction, angi- 
na pectoris, essential hypertension, border- 
line diabetes mellitus, hiatal hernia, and 
recurrent mechanical pain in the lower part 
of the back. There was no history consist- 
ent with symptoms of nutritional deficien- 
cy. 

At our initial evaluation, she believed we 
were observing her near the end of a 
symptomatic period. She had ten to 15 
vesiculopustular lesions that ranged from 2 
to 4 mm in diameter and had erythematous 
bases (Fig 1). Most of the lesions were 
noted over the proximal parts of the upper 
extremities. In addition, on her legs were 
three erythema nodosum lesions that had 
been present for about one week, and on 
her right buttock was an area of panniculi- 


tis (6 X 6 em) that had been present for 


about two months. Examination of the 
joints showed no deformity; however, she 
did have some swelling of the proximal 
part of the right second interphalangeal 
joint. 

Results of the following laboratory tests 
were negative or normal: serum sodium, 
potassium, caleium, phosphate, total biliru- 
bin, uric acid, creatinine, fatty-acid profile, 
amylase, lipase, protein electrophoresis; 
SGOT; fasting blood glucose; antinuclear 
antibodies; rheumatoid factor; total hemo- 
lytic complement, C3, C4, sedimentation 
rate; cryoglobulins; serum for immune 
complexes; folate; Schilling test for gas- 
trointestinal absorption of vitamin B,. 
(radioactive cyanocobalamin); urinalysis; 
blood cultures; and cervical cultures for 
gonococcus. Her blood hemoglobin level 
was 10.5 g/dL and her hematocrit reading 
was 32%, with normal indices and serum 
iron studies suggestive of an iron-deficien- 
cy anemia. A test for the HLA-B27 antigen 
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Fig 1.—Left, Inflammatory pustules with surrounding erythema scattered over right arm. 


Right, Close-up view of pustule. 


Fig 2.—Typical histopathologic appear- 
ance of pustular lesion, showing subepi- 
dermal edema and dermal inflammation, 
with lymphocytes, monocytes, and poly- 
morphonuclear leukocytes (hematoxylin- 
eosin, original magnification x 40). 


was negative. Roentgenograms of the 
chest, knees, and hips were normal. Roent- 
genograms of the lumbosacral spine 
showed degenerative changes, without evi- 
dence of spondylitis. On roentgenograms 
of the small intestine, an intact jejunocolic 
anastomosis was seen, without evidence of 
air-fluid levels in the bypassed segment of 
small bowel. Skin biopsy specimens of 
representative lesions were obtained for 
staining with hematoxylin-eosin and for 
study by direct immunofluorescence. 

A biopsy specimen of a representative 
lesion disclosed a subepidermal vesicle 
forming under the basement membrane 
that showed positive results with the PAS 
stain (Fig 2). The dermal infiltrate imme- 
diately beneath the vesicular lesion was 
heavily mixed with lymphocytes and poly- 
morphonuclear leukocytes, with only a few 
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plasma cells. Some areas of collagen in this 
region assumed a focal granular quality 
and stained basophilic with hematoxylin- 
eosin. Peripheral to the vesicular lesion, 
there was a scant, perivascular, lymphocyt- 
ic infiltrate. 

A biopsy specimen of a new vesicular 
lesion for study by direct immunofluores- 
cence showed weak, patchy, granular de- 
posits of C3 at the basement membrane, 
with no other immunofluorescent staining 
for IgG, IgM, and IgA conjugates. A biopsy 
specimen of an older, nonvesicular lesion 
showed only linear fibrin along the base- 
ment membrane on study by direct immu- 
nofluorescence. 

The symptom complex of recurrent 
fever, arthralgia, and malaise was thought 
to be similar to symptoms associated with 
the previously described bowel bypass 
enteropathy; because of reports suggesting 
a good response to administration of 
metronidazole, we began treatment with 
500 mg of this drug three times a day for 
two weeks. Follow-up examination seven 
months later revealed that the patient had 
been symptom-free for six months after 
treatment with this drug before any recur- 
rence and that administration of another 
course of metronidazole again greatly 
decreased her symptoms. 

Case 2.—A 47-year-old man was seen at 
the Mayo Clinic on Dec 27, 1977, with a 
history of recurrent fever with tempera- 
tures to 40 °C (104 °F), rigors, sweats, and 
arthralgia associated with a nonpruritic 
dermatosis. The rash consisted of ten to 20 
vesiculopustular lesions, 2 to 4 mm in diam- 
eter, on erythematous bases and involved 
the face, shoulders, upper area of the chest, 
the arms, trunk, and thighs; these lesions 
were noted, initially, at the onset of the 
above-mentioned systemic symptoms or 
shortly thereafter and persisted for about 
six days. The episodes began in October 
1975, two years after an ileocolic bypass 
operation for hypercholesterolemia, per- 
formed elsewhere. They recurred every 
two to three weeks, with symptoms lasting 
about six days. Between the critical peri- 
ods, the patient was symptom-free. He had 
not noted any erythema nodosum-like 
lesions. In addition to these symptoms, he 


also complained of a bloating sensation 
without eructation, flatus, or change in 
bowel pattern during a symptomatic peri-. 
od. The patient was not receiving medica- 
tions that could have been associated with 
his symptoms. 

During this two-year interval, his condi- 
tion had been evaluated by numerous 
physicians for the presence of an underly- 
ing infectious disease or connective tissue 
disease; however, no specific diagnosis had 
been rendered. He was given a therapeutic 
trial of ampicillin sodium in October 1976, 
without any beneficial effect. During the 
summer of 1977, a 30-day trial of tetracy- 
cline was given; he thought that the 
attacks were decreased in severity but not 
in frequency. He was also given a trial of 
prednisone (20 mg per day) in August 1977, 
and this decreased the severity of the 
episodes. 

Past medical problems included a history 
of intractable angina, for which he had 
undergone a coronary bypass procedure in 
1971. He also had a history of hypercholes- 
terolemia and had undergone a bowel 
bypass procedure, in which 200 cm of a 
350-em segment of ileum was bypassed. 
Since the bypass procedure, he has had 
continual diarrhea, with stools approxi- 
mately ten to 12 times per day. During the 
first year after the bowel bypass proce- 
dure, he lost 29.5 kg (65 lb), but during the 
past year, he had regained 11.4 kg (25 Ib). 
There was no medical history consistent 
with symptoms of nutritional deficiency. 

At the time of our evaluation, he did not 
have a rash. Results of the following labo- 
ratory tests were negative or normal: 
serum potassium, calcium, phosphate, total 
bilirubin, uric acid, creatinine, alkaline 
phosphatase, total protein, and protein 
electrophoresis, complete blood cell count; 
sedimentation rate; antinuclear antibodies; 
fasting blood glucose; rheumatoid factor; 
total hemolytic complement, C3, C4; serum 
for immune complexes; SGOT; cryoglobu- 
lins; blood cultures for bacteria, fungi, 
yeast, and Brucella; sputum cultures for 
fungi and acid-fast bacteria; urine cultures 
for bacteria, fungi, and acid-fast bacteria; 
marrow for bacteria, fungi, and acid-fast 
bacteria; and gastric washings for acid- 
fast bacteria. Roentgenograms of the small 
intestine showed an intact ileocolic anasto- 
mosis, with no evidence of air-fluid levels 
in the bypassed segments of small bowel. 

The episodes of fever and associated 
symptoms were thought to be related to 
the bowel bypass procedure. Because of the 
incapacitating nature of his symptoms, the 
patient elected to have surgical restitution 
of normal bowel anatomy, which was done 
on Jan 10, 1978. A segment of tissue 
removed at the site of the ileocolic anasto- 
mosis showed histologic evidence of acute 
and chronie mucosal inflammatory changes 
consistent with bacterial overgrowth. At 
the time of follow-up six months after this 
procedure, the patient was without symp- 
toms. 


COMMENT 


The association between diseases of 
the intestinal tract and of the joints is 
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well recognized. In Reiter’s syndrome 
and Whipple’s disease, the association 
of bowel infections seem clearly 
related. In inflammatory bowel dis- 
eases, such as regional enteritis and 
ulcerative colitis, a relationship to 
bowel infection has been suspected. 
The type of arthritis seen in these 
patients, with a tendency for the joint 
involvement to last only a few days to 
several months and to clear with no 
residual damage, is similar to the 
arthritis seen in patients who have 
had a bowel bypass procedure.'* The 
role of infection and, more specifical- 
ly, the role of absorbed bacterial anti- 
gen in producing an immunologic 
reaction have been suggested by 
several studies. Wands et al'^ found 
eryoprecipitates containing comple- 
ment and antibodies to Escherichia 
coli and Bacteroides fragilis in three 
patients who had undergone intesti- 
nal bypass surgery and had arthritis 
but not in two such patients without 
arthritis. Rose et al^ have described 
two patients with positive tests for 
HLA-B27 antigen, in whom arthritis 
after bowel bypass surgery was asso- 
cidtéd with the presence of circulating 
immune complexes. 

Moller et al studied complement in 
patients who had undergone bowel 
bypass surgery; two of the six 
patients with arthritis showed activa- 
tion of the alternate complement 
pathway. This suggested that defi- 
cient inactivation of products from 
intestinal bacteria, such as lipopoly- 
saccharides, has a role in the comple- 
ment abnormalities. 

Our patients experienced some 
myalgia and polyarthralgia, but their 
clinical course seemed to differ from 
that reported for patients who have 
undergone bowel bypass surgery and 
have arthritis. We were not able to 
find any associated cryoglobulins, im- 
mune complexes, or complement ab- 
normalities as others have noted in 
such patients." Faloon,' in a review 
article, described a rash that may have 
been similar to the eruption in our 
patients, but the clinical findings 
other than the eruption and arthritis 
were not stated; these cases could 
represent additional examples of this 
syndrome. 

Another complication of the bowel 
bypass procedure has been bypass 
enteropathy. This has been related to 
an inflammatory process in the 
excluded segment of the bowel, with 
subsequent development of systemic 
complications. The bypass operation 
produces a blind loop, which is colo- 
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nized by colonie bacterial flora. Dre- 
nick et al'^'* reported that 14 of 28 
patients in their series had bypass 
enteropathy. Four of the 28 patients 
had an acute form of bypass enteropa- 
thy, manifested by severe diarrhea 
and massive abdominal distention, 
with diffuse pain and tenderness that 
resembled the symptoms of intestinal 
obstruction. An important finding 
was the presence of large gas-fluid 
levels in hugely distended, excluded 
loops of small bowel. The enteropathy 
was thought to be caused by bacterial 
overgrowth in the bypassed bowel. 
Histologic examination of the mucosa 
of the bypassed bowel showed a 
nonspecific inflammatory process. 

The milder and chronic forms of 
bypass enteropathy described are of 
partieular interest; four patients had 
arthritis, fever, and skin lesions asso- 
ciated with what was thought to be 
moderate degrees of enteric disorder. 
It may be that these patients were 
categorized as having bypass enterop- 
athy mainly on the basis of the roent- 
genographic finding of gas-fluid lev- 
els in the excluded small bowel. The 
case histories of these four patients 
are similar to those of our two 
patients. It is difficult to know wheth- 
er these patients are best described as 
having mild bypass enteropathy, as 
suggested by Drenick et al,'^'* or a 
separate bowel bypass syndrome, as 
we propose. Perhaps the patients with 
arthritis, bypass enteropathy, and 
bowel bypass syndrome represent a 
spectrum of clinical disease, the sever- 
ity of which is based on the individual 
patient's response to the bacterial 
products, the immunologic response to 
these products, or both. Although 
Drenick et al'*^* found the flora to be 
variable in the excluded bowel loops, E 
coli was present in the excluded loop 
of every patient with arthritis, and a 
pure culture of E coli was found four 
years postoperatively in a patient who 
had arthritis, hepatic fibrosis, and 
skin lesions. An additional observa- 
tion suggesting an important role for 
the intestinal bacteria is the patient/s 
favorable response to administration 
of metronidazole in cases 1 and 2 of 
Drenick and associates, *" and in our 
case 1. In cases 3 and 4 of Drenick and 
associates, "'' the reconstitution of 
the normal bowel anatomy and a prob- 
able return to a normal flora for the 
small bowel caused a disappearance of 
all symptoms, with no recurrence. 
This was also true of our case 2. 

It is important for the dermatolo- 
gist to be aware of the bowel bypass 
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syndrome because the dermatosis may 
initially cause the patient to come to 
the dermatologist. This was true of 
three additional patients with the 
bowel bypass syndrome, who were 
seen by one of us (C.H.D.) in private 
practice. A history of a bowel bypass 
surgical procedure, the recurrent flu- 
like illness, and the associated skin 
eruption make the diagnosis of this 
syndrome possible. When the diagno- 
sis has been made, the symptoms may 
be controlled by administration of 
metronidazole or eliminated by recon- 
stitution of the normal bowel anato- 
my. 


Nonproprietary Names and 
Trademarks of Drugs 


Ampicillin sodium— A mcill-S, Omnipen-N, 
Penbritin-S for Injection, Polycillin-N 
for Injection, Principen/N. 

Metronidazole— Flagyl. 
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Tar Gel-Phototherapy for Psoriasis 


Combined Therapy With Suberythemogenic Doses of 
Fluorescent Sunlamp Ultraviolet Radiation 


Phillip Frost, MD; Stephen N. Horwitz, MD; Raymond V. Caputo, MD; Stuart M. Berger, MD 


e To determine the efficacy of subery- 
themogenic ultraviolet phototherapy in 
conjunction with administration of a tar 
gel (SEUV TG), patients with widespread 
psoriasis were treated by application of a 
tar gel preparation followed after 12 hours 
by suberythemogenic doses of fluores- 
cent sunlamp irradiation. In paired com- 
parison studies, therapeutic effects of the 
following treatments were evaluated: 
SEUV-TG, a more conventional erythe- 
mogenic tar gel phototherapy regimen 
(modified Goeckerman), the tar gel alone, 
and SEUV irradiation following applica- 
tion of gel vehicle. Response to therapy 
was monitored with a severity score 
system. In patients with psoriasis respon- 
sive to phototherapy, smaller quantities of 
UV energy administered in combination 
with a tar gel were at least as effective as 
larger erythemogenic doses. Production 
of erythema with fluorescent sunlamp 
radiation does not appear to be necessary 
to improve psoriasis. Both UV radiation 
and tar gel have beneficial effects on 
psoriasis, but the combination is su- 
perior. 

(Arch Dermatol 115:840-846, 1979) 


he Goeckerman regimen of topi- 

cally applied tar preparations 
followed by ultraviolet (UV) irradia- 
tion is considered an effective form of 
therapy for psoriasis. Goeckerman, in 
his original article, described the ther- 
apeutie use of UV radiation emitted 
by a quartz lamp; the dose of energy 
was increased daily to keep the skin 
(presumably, the uninvolved skin) 
showing signs of “reactivity.” This 
reactivity, a term poorly defined by 
Goeckerman, has been interpreted to 
mean delayed erythema (evident 24 
hours following irradiation);^ The 
amount of UV energy needed for this 
form of therapy has never been deter- 
mined. 

Numerous modifications of the 
original, empirically derived regimen 
have been proposed.*'*^ Most use coal 
tars, their derivatives, anthralin, or 
the additional use of keratolytic 
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agents. Many studies attest to the 
efficacy of coal tar as a useful adjunct 
to UV radiation therapy.*:'' However, 
most coal tar preparations share the 
drawbacks of having an offensive 
odor, staining linens and clothing, 
and, sometimes, acting as sun- 
screens." A tar gel formulation pre- 
pared from extracts of crude coal tar 
has been shown to be effective in the 
treatment of psoriasis.*'* Because of 
its cosmetic acceptability, this formu- 
lation was used in the present 
controlled evaluation of the efficacy 
of coal tar in the treatment of psoria- 
sis when administered alone and when 
applied prior to UV irradiation. 

Although the relative therapeutic 
value of different parts of the UV 
spectrum. as emitted from various 
sources has received some atten- 
tion,'**'* the best schedule for regulat- 
ing the dose of administered UV ener- 
gy has not been studied. Weber has 
recently proposed a formula for regu- 
lating the UV radiation needed for 
Goeckerman-type regimens, but his 
schedule is not derived from experi- 
mental data." Ultraviolet treatments 
are usually given once daily, although 
some workers prefer to irradiate 
patients twice daily." 

More consideration is usually given 
to the question of how much light to 
administer rather than how little can 
be used for effective therapy. Expos- 
ing patients to the minimal dose of 
UV energy necessary for beneficial 
therapeutic results is important be- 
cause of the hazard of provoking an 
isomorphie response" (Fig 1), the 
possible detrimental effects of long- 
term UV irradiation,” and the possi- 
bility that excessive doses of UV ener- 
gy may produce less favorable thera- 
peutie results. 

Since Jablonska and Wolska, work- 
ing with a form of psoralen-long- 
wave UV irradiation (PUVA) therapy, 
observed that smaller quantities of 
UV energy could be as effective in 
treating psoriasis as the higher doses 
previously employed, this study was 
undertaken to provide information 
concerning the value of smaller doses 
of UV energy (emitted from fluores- 
cent sunlamps) than those convention- 
ally used with Goeckerman-type re- 


gimens to treat psoriasis. The relative 
contributions of tar and UV energy to 
this form of therapy were also evalu- 
ated. 


MATERIALS AND METHODS 
Patient Selection and 
Treatment Groups 


This was an open labeled, paired compar- 
ison study of inpatients and outpatients 
with relatively stable psoriasis involving at 
least 20% of the body surface as deter- 
mined by the rule of nines.” 

After signing informed consent forms, 
patients were entered into one of three test 
groups as follows: 


Group A.—Tar gel and low-dose 
suberythemogenie UV irradiation 
(SEUV-TG) compared with tar gel 
and high-dose, erythemogenic UV 
irradiation (EU V-TG). et 
Group B.-SEUV-TG compared wit 
tar gel alone. 

Group C.-SEUV-TG compared with 
low-dose UV irradiation alone (with 
tar gel vehicle). 


For each of the test groups studied, the 
body was longitudinally divided and test 
materials and UV irradiation or UV irra- 
diation alone were administered to the 
entire side being treated. The side of the 
body to which a given treatment was 
administered was selected at random so 
that each patient served as his own 
control. 

Patients with a known hypersensitivity 
to coal tar products, a history of unusual 
reactions to UV irradiation, and patients 
required to take drugs with a photosensi- 
tizing potential were excluded from the 
study. To minimize effects of previous 
therapy on the study, patients who had 
received Goeckerman therapy during the 
preceding two months, methotrexate or 
mycophenolic acid during the preceding 
month, topically administered corticoster- 
oids during the preceding two weeks, tar 
products for the preceding two weeks, or 
PUVA one week prior to entering the 
study were also excluded. 


Light Source 


The light source was a four-walled cabi- 
net 91 cm wide per side consisting of 36 
120-em long fluorescent sunlamp bulbs 
(Westinghouse FS-40) mounted vertically 
on polished metal reflectors in a staggered 
array, as described by Witten.** The center 
of the box was 44.5 em from the sides. The 
lamps were allowed to "warm up" for ten 
minutes before each UV treatment. 

In those patients receiving a different 
UV dose to each side of the body, the side 
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Fig 1.—Ilsomorphic response resulting 
from erythemogenic dose of UV radiation 
during minimal erythema dose determina- 
tion. This response to erythemogenic UV 
irradiation could easily complicate psoria- 
sis therapy. 


receiving the lower dose was protected 
with opaque plastic sheets cut so as to 
provide adequate shielding, while the 
uncovered side received the desired addi- 
tional irradiance. The same shielding 
procedure was followed in those patients 
who, were treated with UV irradiation to 
only one half of the body. 

The output of UV energy in the light 
cabinet was measured weekly with a light 
meter (IL 500) fitted with a sensor (SEE 
240/199), diffuser, (W 191), and a filter 
(WBS 297/267). This combination provided 
UV readings within a narrow band with a 
peak at 297 nm. Energy determinations 
were made with the sensor held at the 
center point of each wall of the cabinet at a 
distance of 30 cm. The light output of the 
cabinet was calculated as the average from 
all four sides. The dose of UV radiation to 
which the skin was exposed was calculated 
from this measurement and the desired 
dose of UV energy was administered to 
patients in either of two identically 
constructed light cabinets. 


Minimal Erythema Dose 
Determination 


Twelve hours after applying the tar gel, 
the minimal dose of UV energy that would 
produce erythema perceptible 24 hours 
later was determined for each patient. This 
was considered the minimal erythema dose 
(MED). The patient was placed in the UV 
cabinet and covered with drapes, leaving 
only an area on the midback exposed. A 
template with six 2 x 2-cm squares cut out 
was fixed to the uncovered portion, which 
was kept 30 cm from one wall of the light 
source during the MED determination. 
(The average distance from the walls of the 
light source to the anterior, posterior, and 
lateral surface of the average patient at 
the vertical center of the cabinet was 30 
em. At any point on the vertical axis of the 
patient, the incident energy, as measured 
with a photometer whose sensor was hand 
held by a subject standing in the center of 
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Table 1.—Guide for Estimating Exposure for MED* Determination 











Previous Sun Exposure 
History of Skin Skin Type UV Exposures, s 


*Minimal erythema dose. 











Table 2.—Schedule for Increasing Dose of UV Radiation During Clearing 
Phase of Therapy 





Dose of UV Energy at 
Previous Treatment 


ll 5 en, 
Time,* min 


Energy, Millijoules/sq cm 





Increment of UV Energy for Next Treatment 


———————————————————— 
Energy, Millijoules/sq cm Time, s 


*Calculation based on measurements of UV output of cabinet described in the text. 


the cabinet, was essentially the same all 
around the body.) This region of the back 
was selected because the degree of pigmen- 
tation was generally midway between the 
darker sun-exposed surfaces and the light- 
er surfaces covered by undergarments. 
Furthermore, because the output of UV 
energy varies along the length of the 120- 
em fluorescent sunlamp bulbs, an effort 
was made to determine the MED near the 
geometrie center of one wall of the light 
cabinet where the UV output is greatest. 
The range of UV doses used to deter- 
mine the MED for each patient was based 
on the patient's previous history of react- 
ing to sunlight?! (Tabie 1). Those individu- 
als who, by history, burn on exposure to 
sunlight had an MED determined to the 
nearest 15 seconds for the first 60 seconds 
and at 30-second intervals for the next 60 
seconds. The MED for those who tan with- 
out burning on sunlight exposure was 
determined to the nearest 30 seconds for 
the first minute and then at 60-second 
intervals for a total of five minutes. After 
interpreting the MED test, the first total 
body treatment was administered at a dose 
of one half of the MED. The eyes were 
shielded for each treatment and untanned 
areas of the body were shielded for part of 
each exposure until tolerance to the full 
dose of UV energy developed. Treatments 
were given once daily to all inpatients and 
at least five days a week to outpatients. 


Treatment Schedules 


Two UV irradiation schedules were used. 
A high-dose schedule was designed to 
produce and maintain visible, nontender, 
delayed erythema after the first few days. 
The UV dose was increased with each 
treatment; this led to erythema in spite of 
the development of pigmentation. This 
erythemogenic ultraviolet ^ treatment 
schedule (EU V) provides an amount of UV 
irradiation roughly comparable to that 
presently administered as part of the 
Goeckerman regimen in most centers. The 
initial dose of UV irradiation for all 
patients was one half that of their MED. 
The UV dose (Table 2) was increased by 1.5 


millijoules/sq cm daily to a daily dose of 12 
millijoules/sq em (equivalent to two min- 
utes in our light cabinets) The UV dose 
was then increased by 3 millijoules/sq em 
up to a daily dose of 30 millijoules/sq em, 
then increased by 6 millijoules/sq em daily 
up to a daily dose of 60 millijoules/sq em; 
thereafter, the daily dose was increased by 
12 millijoules/sq em until the skin lesions 
being evaluated were 95% clear (complete 
flattening of plaques including borders 
with residual erythema possibly still pres- 
ent) or until the patient had received 30 
treatments. Ultraviolet doses were in- 
creased daily without regard for the 
response of the skin lesions to the treat- 
ment. When painful erythema occurred 
during. therapy, UV treatments were with- 
held until the burn subsided. 

In contrast, a low-dose schedule was 
designed to administer UV irradiation at 
the lowest dose compatible with continued 
improvement (defined as a two-point 
decrease in severity score over a two-day 
period). The dose of UV radiation was not 
increased so long as improvement contin- 
ued but, when improvement did not occur, 
the light dose was increased according to 
the same schedule used for EUV (Table 2). 
This lower dose suberythemogenic UV 
schedule has been denoted SEUV. 


Severity Score Determinations 


In order to objectively determine the 
response to treatment and select the next 
UV dose in the SEUV regimen, four repre- 
sentative lesions on each half of the body 
were evaluated for erythema, scaling and 
thickness prior to each treatment on a 0 to 
4 scale (0, absent; 1, trace; 2, mild; 3, 
moderate; 4, severe) for each of these 
disease features. The maximum severity 
score for each treatment regimen was 48 
(the sum of the four sites times the three 
disease features times the maximum score 
of 4). Although only four lesions on each 
side of the body were evaluated, lesions on 
one side were similar in size and morpholo- 
gy to matched lesions on the opposite 
side. : 

Symmetrical lesions were selected from 
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four different, non-sun-exposed areas on 
each side of the body since different parts 
of the body may respond to therapy at 


Table 3.—Characteristics of Test Groups 







Duration 


different rates. Evaluation of lesions on Patient/ Skin MED,* Millijoules/ of Pso- 
acral areas of the body was avoided Sex/Age,yr Type sq cm Psoriasis Type riasis, yr 
because tie rate of clearing has been noted Group A: SEUV-TG} Compared With EUV-TG} . 
to be slower in these regions.**^ 1/M/36 6.0 Plaque and guttate 
: riu a : 2/M/77 9.0 Plaque 
Topical Application of Medications 3/F/57 6.0 Plauus E. 
Patients were carefully instructed as to 4/F/76 6.0 Plaque 
the proper method of applying medications 5/F/61 9.6 Plaque 
topically and the avoidance of natural 6/F/55 6.5 Plaque 
sunlight. All Were admonished against the Group B: SEUV-TG Compared With Tar Gel Alone 
use of materials not provided by the inves- 7/F/71 12.0 Plaque 
tigators, eg, corticosteroids or keratolytics. 8/M/77 6.0 Plaque and guttate 
They were provided with the tar gel or gel 
: x 9/F/28 24.0 Plaque and guttate 
vehicle and instructed to apply one or the LET. 1 = 
other, depending on their treatment group, 3a dqueano quie 
to the appropriate side of the body at (om Mid C: SEUV-TG ^s atta With Gel XL With SEUVS 
bedtime. The tar gel preparation contained = : = 
the biologic equivalent of 5% crude coal tar 12/M/51 12.0 Plaque 
(USP) in a hydroalcoholie gel containing 13/M/31 ! 12.0 Plaque 
29% alcohol. A bath or shower with soap 14/M/79 6.0 Plaque 
and water upon arising preceded the light 15/M/60 24.0 Plaque 4 


treatment. Those individuals with scalp 16/M/72 
involvement applied the tar gel to the scalp 
at bedtime and shampooed with a tar 
shampoo in the morning. 


- 
o 


Plaque 


*MED, minimal erythema dose. Note: The MED does not always correlate directly with previous 
sun-exposure history as is evident in Table 3. This reflects on limitations of such a history and 
emphasizes need for MED determination in planning therapy. 


Approximately one hour after bathing, +SEUV-TG, suberythemogenic UV combined with tar gel applied topically. 
the severity score was determined and the tEUV-TG, erythemogenic UV combined with tar gel applied topically. 
light treatment administered. $SEUV, suberythemogenic UV. 


Following the UV treatment, an emol- 
lient was applied to the entire body as 
often as desired by the patient during the 
day. However, patients were requested to 
allow four hours between the last applica- 


Table 4.—Summary of Results* 


Severity Score 


tion of emollient and the bedtime applica- Cumulative UV Poaceae allie -R ~ 
tion of tar gel or vehicle to minimize Dose, Millijoules / Initial/Final Initial/Final Total 
variation in penetration of the test materi- Patients sq cm (% Decrease) (% Decrease) Treatments 
als. SEUV-TG EUV-TG 
Wood's light examination of the skin 36/3 (91.6) 38/5 (86.6) 
was useful to detect tar on the skin surface 35/8 (77.1) 35/5 (85.7) 
by its green fluorescence. The presence of 32/5 (84.4) 32/9 (71.8) 
tar after the nighttime application and 28/7 (75.0) 28/9 (67.9) 


morning bath was confirmed in this way. 
In addition, Wood's light examination was 
useful in verifying the application of tar 33/9 (72.2) 33/13 (60.6) 
gel and gel vehicle to the appropriate sides 33/6 (81.5) 34/8.5 (74.0) 
of the body in the paired comparison stud- SEUV-TG Tar Gel Alone 


34/4 (88.2) 35/10 (71.4) 


ies, since the gel vehicle did not fluoresce. 27/8 (70.4) 27/16 (40.7) 
22/5 (77.2) 22/9 (59.1) 
Statistical Methods 38/7 (81.6) 37/18 (51.3) 


36/17 (53.0) 37/21 (43.0) 
31/9 (70.6) 31/16 (48.5) 
SEUV-TG Gel Vehicle With 


To compare the response to therapy in 
the paired comparison studies, the differ- 
ence between the initial and final severity 


SEUV 
aei T pa airg on; Tid vy 32/14 (56.3) 30/17 (43.3) 
ndm or significance by the paire 31/6 (80.6) 31/13 (58.1) 
30/8 (73.3) 30/17 (60.0) 
Identification of Nonresponders 31/9 (70.1) 31/14 (53.8) 





Since all patients with psoriasis do not *SEUV, suberythemogenic doses of UV irradiation; EUV, erythemogenic doses of UV irradiation: 
improve with UV-tar therapy, criteria by TG, tar gel application. 





Severity Score? 
——MMMMM— ——— — — — ————— 













SEUV-TG SEUV With Tar Gel Vehicle 
Cumulative UV Dose — M i Oro —— ———-—7" Wo. Total of Reason for 
Patients Millijoules/sq cm Initial /Final (96 Improvement) Initial/Final (96 Improvement) Treatments Exclusion 
14 710.0 33/17 (48.5) 34/17 (50.0) 30 Nonrespondert 
: 15 2481.0 44/22 (50.0) 44/18 (59.1) 30 Nonresponder$ 4 
16 478.0 32/23 (28.1) 31/25 (19.4) 30 Nonresponderi 2 








*These patients were all in group C. 

+SEUV-TG, suberythemogenic ultraviolet phototherapy (SEUV) in conjugation with administration of a tar gel. 
iDid not improve by more than 50% with either treatment. 

$Quantity of UV energy administered exceeded by 2 SDs mean quantity administered to all patients. 
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Fig 2.—Results from group A: Descending curves represent mean response of represen- 
tative psoriatic lesions to suberythemogenic doses of UV irradiation following tar gel 
application (SEUV-TG) when compared with mean response to erythemogenic doses of 
UV irradiation following tar gel application (EUV-TG). Ascending curves represent 
stepwise cumulative doses of UV radiation for two treatment schedules. 


which nonresponders could be identified 
were established. To be considered respon- 
sive to therapy, a patient needed to show 
more than a 50% decrease in the severity 
score on at least one side of the body within 
30 treatments. 


RESULTS 


The results are summarized in 
Tables 3 and 4. Nineteen patients 
entered the study over a one-year 
period; 16 completed the study and 13 
are included in the computation of 
results. Three patients dropped out of 
the study for reasons unrelated to 
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therapy and three were excluded as 
nonresponders (Table 5). 

There were nine men and seven 
women with an average age of 55 
years (range, 17 to 79 years). The 
patients had stable psoriasis that had 
been present for three to 60 years, 
except for patient 9, in whom an 
exacerbation of psoriasis developed 
two weeks prior to entering the study. 
Plaque-type lesions of psoriasis were 
present in all patients, and three 
patients had guttate lesions as well. 
Although lesions cleared more slowly 
on the distal parts of the extremities 


than on the axial parts of the body, the 
response was the same with EUV-TG 
and SEUV-TG. The entire patient was 
treated and all lesions responded in a 
similar manner to those that were 
evaluated. 


Group A 


Six patients were entered into 
group A (SEUV-TG vs EUV-TG) as 
hospital inpatients (Table 3). They 
received an average of 27.8 UV treat- 
ments (range, 25 to 30) and all 
responded to therapy. 

The side of the body treated with 
EUV-TG received an average of 988 
millijoules/sq em (range, 109 to 1,447 
millijoules/sq cem) compared with 406 
millijoules/sq em (range, 286 to 637 
millijoules/sq cm) given to the SEUV- 
TG treated side. While the response of 
the two sides did not differ according 
to statistical standards (P < .1 with 
the paired t test), six of the seven 
patients had a greater decrease in 
severity score with the low-dose regi- 
men than with the more standard 
higher dose schedule. Fifty-nine per- 
cent less UV energy was administered 
to the side of the body receiving 
SEUV-TG than to the side receiving 
EUV-TG (Fig 2). 


Group B 


The four patients in this group were 
treated as hospital inpatients (Table 
3). They received an average of 19.5 
UV treatments (range, 10 to 24) 
before the combination was adminis- 
tered to both sides of the body, which 
became necessary because of the 
patient's request, shortly after the 
difference in response became appar- 
ent. Although patient 9 had had a 
recent exacerbation of her psoriasis 
prior to entering the study; the 
progress of her response did not differ 
from that of other members of the 
group. 

The combination of low-dose, indi- 
vidualized UV light (SEUV) and tar 
gel was superior therapeutically to the 
tar gel alone (P — .05) (Fig 3). This 
superiority was evident clinically, and 
improvement occurred in all factors 
evaluated. However, it should be 
noted that some improvement of 
psoriatic lesions did occur with the use 
of tar gel alone. 

The SEUV-TG-treated sides re- 
ceived an average of 409 millijoules/sq 
cm (range, 93 to 651 millijoules/sq 
em), which is comparable to the 
amount of UV irradiation received by 
the side of the body given the same 
treatment in other groups. 


Group C 


Six patients were entered into 
group C to be treated as outpatients 
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with SEUV-TG to one side of the body 
and SEUV and the gel vehicle to the 
other side (Table 3). Three of these 
patients were included in the compu- 
tation of results. 

These three patients received an 
average of 24.6 UV treatments 
(range, 19 to 30), during which they 
received an average of 341 millijoules/ 
sq em (range, 168 to 480 millijoules/sq 
em) to the SEUV-TG side. They all 
experienced better clearing of psoria- 
sis on the side of the body treated with 
the SEUV and active tar gel therapy 
than the SEUV and gel vehicle alone 
(P < .03) (Fig 4). Furthermore, the 
response to SEUV alone with the gel 
vehicle appeared, clinically, to be 
significant. 


Summary of Results 


The efficacy of the SEUV-TG 
phototherapy regimen was demon- 
strated by the clearing of psoriatic 
lesions in 81% (18/16) of the subjects 
who completed the study. Although 
clearing refers to the lesions that were 
evaluated, all lesions on a given side of 
the body responded in a similar 
fashion. In the paired comparison 
studies (group A), the severity score of 
the SEUV-TG-treated side of pa- 
tients improved by 81%, while the side 
treated with the more standard thera- 
py (EUV-TG) improved by 74%. The 
mean improvement in severity score 
for the side treated with SEUV-TG 
phototherapy in all patients (groups 
A, B, and C) was 74%, identical to the 
degree of improvement of the side 
treated with the more standard 
approach. 

The superiority of the combined 
SEUV-TG therapy over either the tar 
gel or SEUV alone (in test groups B 
and’ C) was evident in the paired 
comparison analysis. We have shown 
that both the tar gel and the SEUV 
alone are effective in the treatment of 
psoriasis, with a mean reduction of 
severity score of 48.5% and 53.8%, 
respectively, for the two treatments 
during the study period. However, it 
should be noted that the combination 
of tar gel and UV radiation was 
significantly more effective in im- 
proving psoriatic lesions than either 
alone. 


COMMENT 
SEUV-TG Compared With 
Conventional Tar Phototherapy 


A modification of the Goeckerman 
regimen for treating psoriasis has 
been described that may prove to have 
advantages of safety for the patient 
and economy of time for both the 
patient and physician. This modified 
program differs from more conven- 
tional Goeckerman regimens in three 
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Fig 3.—Results from group B: Mean response of representative psoriatic lesions to 
suberythemogenic doses of UV radiation following tar gel application (SEUV-TG) 
compared with mean response to tar gel alone. 


ways. 

First, the quantity of light adminis- 
tered is adjusted according to the 
response to therapy of the psoriatic 
plaques in contrast to other therapeu- 
tic regimens in which daily UV doses 
are increased, except in the presence 
of painful erythema, regardless of the 
response of the psoriatic lesions to 
therapy. With more commonly used 
regimens, the decision to increase UV 
doses is made either on an intuitive 
basis**2^?' or by fixed daily incre- 
ments.*"' On the other hand, in this 
study, using an objective grading 
system, the decision to increase the 
dose of UV energy was based on daily 
quantitative estimates of the severity 
of representative psoriatie lesions. 
The dose of UV energy was increased 
only when there was no improvement 
(defined as a two-point decrease in 
severity score over a two-day period) 
and, consequently, the UV dose was 


maintained at the lowest energy level 
compatible with continued improve- 
ment. This resulted in an individual- 
ized treatment program based on a 
quantitative evaluation of the re- 
sponse of psoriatic lesions. 

The second difference from pre- 
vious Goeckerman regimens concerns 
the quantity of UV energy used to 
obtain resolution of psoriatic lesions. 
By initiating UV therapy at a dose 
below the level required to produce 
erythema and increasing it only as 
necessary to obtain continued im- 
provement, suberythemogenic doses 
of UV energy proved to be effective in 
clearing psoriasis. In fact, in the stud- 
ies comparing the individualized UV 
regimen with the fixed daily incre- 
ment schedule, the same degree of 
improvement occurred in both groups 
with 59% less UV energy adminis- 
tered to the SEUV-TG- than to the 
EUV-TG-treated lesions. For the sake 
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Fig 4.—Results from group C: Mean 
response of representative psoriatic le- 
sions to suberythemogenic doses of UV 
radiation (SEUV) following tar gel (TG) 
application compared with mean response 
to suberythemogenic doses of UV radia- 
tion following application of gel vehicle. 


of comparison, it may be recalled that 
in the study of Parrish et al,” of tar 
gel phototherapy using erythemogen- 
ic doses of UV irradiation, the cumula- 
tive amount of energy administered 
averaged 1,695 millijoules/sq cm 
(range, 657 to 3,950 millijoules/sq cm) 
given over 16 treatments,” whereas 
our SEUV-TG-treated patients re- 
quired an average of only 385 milli- 
joules/sq cm (range, 93 to 1,447 milli- 
joules/sq cm) given over 25 treat- 
ments. Our patients received 77% less 
UV energy than those treated by 
Parrish and colleagues with compara- 
ble therapeutic benefits. Further- 
more, while delayed erythema was a 
rare occurrence with SEU V-TG thera- 
py, it was seen almost daily with 
EUV-TG treatments. 

The third difference concerns the 
use of the tar gel rather than crude 0———oSEUV Average Dose 
coal tar in conjunction with UV irra- - SÉEUV-TO. Severity Score 
diation. The tar gel preparation was 
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Table 6.—Results of Different Types of UV Treatment 


Natural 
Sunlight 
Erythemogenic Erythemogenic Suberythemogenic Erythemogenic Suberythemogenic Spectrum 
Source FS-40 UVB UVB UVA UVA (297 to 400 nm) 


Parrish et al" Effective ia —— — 

Parrish* Effective Pis re Effective‘ " 
Effective Pa La e^ Ineffective$8 

Parrish et al^ Effective à Tn Effective + 

Wolff et al Effective 

Marsico et al" Ineffective m Te 

Willis and Harris’ Ineffective ied TP Ineffective* * 

Fischer'* ba a Effective* TT 

Fischer” T" Effective* Effective§ 

Young" d.i Ineffectivet 


Stern and us Ineffectivet $53 Ineffectivet7 — Effective‘! 
Kihiczak^' 


Bowers et al " aa Effective|| T Ineffective|||| 


Young and TP TT PE Ineffectivett 
Van der Leun” 


Parrish et al^ dan ‘niet -— -— ii Effective # + 


*Monochromator, 313 nm. 

THigh-pressure mercury arc lamp. 

iFiltered xenon solar simulator, 280 to 335 nm. 

$Monochromator, 313 nm. Classified as suberythemogenic because UV dose not increased daily. Fischer actually intended to test erythemogenic doses 
(see '"Comment'!). 

||\Mercury vapor lamp. Classified as suberythemogenic because erythema was only present for a few hours after each treatment. 

‘Filtered xenon-mercury arc lamp, 320 to 380 nm. 

+ High-intensity fluorescent UVA lamp with plastic (Mylar) filter, 320 to 380 nm. 

**Fluorescent black light. 

tTFiltered xenon solar simulator, 320 to 400 nm. 

ttHot quartz through window glass. 

S§PUVA light cabinet. No reference made of erythema. 

i 0( Mercury vapor lamp through 0.6-cm plate glass. 

‘fSolar simulator with both UVB and UVA to simulate natural sunlight. 

= = Natural sunlight. 





petrolatum in treating psoriasis, al- 
though the response was somewhat 
slower with the tar gel.'* On the other 
hand, a recent study reported the tar 
gel to be less effective than coal tar 
ointment.” Nevertheless, the advan- 
tages of the tar gel, including cosmet- 
ic acceptability and low incidence of 
folliculitis, outweigh slight prolonga- 
tion of the treatment period. In 
animal studies reported by Stoughton 
et al, the tar gel suppressed DNA 
synthesis in hairless mouse skin to the 
same degree as crude tar ointment.” 


UV Irradiation in Tar Phototherapy 


In studies of the use of UV radia- 
tion to treat psoriasis, different UV 
sources and dose schedules have 
produced varying results (Table 6). 
This may be because of a lack of 
standard dosage schedules, variability 
of dosimetry, and quantitative differ- 
ences among light sources. 

Our studies, like those of Parrish 
and eoauthors?'^' and Baden* confirm 
the therapeutie response of psoriatic 
lesions to UV radiation emitted by 
fluorescent sunlamps. Stern and 
Kihiczak* obtained similar results 
with a solar stimulator. Willis and 
Harris" and Marsico et al,' on the 
other hand, were unable to demon- 
strate improvement in psoriatic le- 
sions with similar fluorescent sun- 
lamps. 

Some authors*!!"*° have concluded 
that to improve psoriasis, UV energy 
must be administered in doses suffi- 
cient to produce delayed erythema. 
Parrish et al state that "radiation 
below the erythemogenic range would 
not be expected to have substantial, 
easily demonstrated cytotoxic effect 
or benefit patients with psoriasis.” 

Except for the work by Fischer," 
however, controlled studies have not 
included suberythemogenie schedules. 
Utilizing pure 313-nm UVB without 
tar, Fischer showed that daily admin- 
istration of UVB at one-half MED, 
without increasing the UV dose to 
compensate for tanning, resulted in 
improvement of psoriatic plaques over 
a three-week period. In the same 
study, lesions treated with one MED 
of UVB cleared to an even greater 
extent. It should be kept in mind that 
a UVB dose equivalent to one-half or 
one MED at the start of therapy was 
used for each of the treatments with- 
out being inereased and, since tanning 
did occur, it is likely that after a few 
treatments the dose of UV radiation 
was actually suberythemogenic. 


Mechanism of Clearing 


A therapeutic effect of both the tar 
gel alone and UV irradiation alone on 
psoriatic lesions was clearly demon- 
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‘strated. The combination of the tar - 


gel with UV irradiation, however, was 
more effective than either alone. 
Tanenbaum et al? could not demon- 
strate a photosensitizing effect of coal 
tar to UV exposure from fluorescent 
sunlamp bulbs as determined by 
changes in the MED. If any photosen- 
sitizing effect is involved in tar photo- 
therapy, therefore, it would have to 
occur at a basic physiologic level not 
reflected by the production of erythe- 
ma. 

It has been assumed that production 
of erythema with UV energy and 
improvement of psoriatic lesions are 
somehow causally related. It has been 
shown that UV energy administered 
to normal human skin at a dose of 
three MED” ean inhibit incorporation 
of tritiated thymidine into proliferat- 
ing epidermal cells. This inhibition of 
tritiated thymidine uptake as an indi- 
cator of DNA synthesis inhibition 
may relate to the mechanism of the 
biological effects of UV energy in 
treating psoriasis. 

Since clearing of psoriatic lesions 
was achieved in our studies without 
necessarily producing or maintaining 
erythema, it is likely that there is no 
particular relationship between ery- 
thema production and the resolution 
of psoriatic lesions. One must conclude 
that suberythemogenic doses of UV 
light do profoundly affect physiologie 
processes in human skin in such a 
manner as to be of value in treating 
psoriasis. 


Westwood Pharmaceuticals, Buffalo, NY, sup- 
plied all materials used in this study. 
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Sheep Erythrocyte Rosette Formation and 


Phytohemagglutinin-Stimulated Cells 


Two Cases of Mycosis Fungoides With Skin Tumors and Lymph Nodes 


Hanako Yoshinaga, MD, Mizuho Yamada, MD 


è Infiltrating cells were harvested by 
mechanical means from skin tumors and 
lymph nodes of myocis fungoides. Sheep 
erythrocyte rosette formation was ob- 
served on more than 90% of small lympho- 
cyte-like cells with irregular nuclei but 
seemed to be hardly detectable on larger 
cells. The small and large cells that 
formed erythrocyte rosettes showed simi- 
lar basic ultrastructures, which suggested 
that these two types of cells are of the 
same origin. When cultured with phytohe- 
magglutinin (PHA), 9096 of the small cells 
underwent transformation, and they were 
found to be lymphoblast-like cells with 
irregular nuclei by electron microscopy. 
Only 40% of the large cells were trans- 
formed with PHA. 

(Arch Dermatol 115:847-850, 1979) 


istological features of mycosis 

fungoides in the early stage 
include a dense infiltration of small 
and medium, chromatin-rich, lympho- 
cyte-like cells in the dermis. In the 
tumor stage, a large number of chro- 
matin-rich, large, mycosis cells are 
also recognized with the small cells. 
The small, lymphocyte-like cells do not 
have nuclear irregularities and are 
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almost indistinguishable from normal 
lymphocytes in light microscopy. In 
contrast, large cells show nuclei that 
are irregular, cerebriform, and lobu- 
lated, and these resemble Sézary 
cells. The fibrillar structures, mito- 
chondria, and polyribosomes increase 
in the cytoplasm. 

Both types of cells are considered to 
be T-cell derived, but their relation- 
ship is not clear.*^ In this study, we 
have harvested infiltrating cells from 
skin tumors and lymph nodes in two 
cases of mycosis fungoides in the 
tumor stage, and we examined their 
responses to erythrocyte rosette for- 
mation! and  phytohemagglutinin 
(PHA) stimulation? The ultrastruc- 
tures of these cells were also exam- 
ined. 


MATERIALS 


Two patients with mycosis fungoides, 
confirmed by biopsy specimens of skin 
tumors and lymph nodes, were studied. The 
first patient was a 69-year-old man with a 
red, walnut-sized tumor on his head (Fig 1). 
This tumor was completely removed and 
used as the cell source. The second patient 
was a 55-year-old man with dark red 
erythema, which appeared occasionally on 
the limbs (Fig 2); he also had a hen- 
egg-sized tumor in the frontal region. 
Walnut-sized swellings appeared in the 
lymph nodes of both inguinal regions, and 
these lymph nodes were used in this 
study. 

Hematoxylin-eosin specimens were tak- 
en of skin tumors and lymph nodes and 
showed the following characteristics: (1) In 
the dermis of the skin tumors, many large 
cells that were polynuclear or had cerebri- 


form nuclei were recognized, along with a 
dense infiltration of small, lymphocyte-like 
cells with chromatin-rich nuclei. (2) In the 
lymph nodes, there were large cells, along 
with a dense infiltration of small cells. 


METHODS 


The excised tumors of the skin and the 
lymph nodes were ground with a grater 
and suspended in phosphate-buffered sa- 
line solution (PBS). The fibrous component 
and fatty tissues were removed by the 
filtration of the suspension through a 
large, mesh (1 mm in diameter) tea filter. 
The filtrates were centrifuged at 500 rpm 
for ten minutes, and the supernatant was 
discarded. A portion of the wellemixed 
precipitate was smeared on the object glass 
to confirm the presence of large and small 
tumor cells. Another part of the precipitate 
was fixed and embedded for electron 
microscopy. 

The remaining precipitates were diluted 
to duplicate the total volume with PBS, 
stirred, and divided into two portions. One 
was prepared for sheep erythrocyte rosette 
formation according to the method of Yata 
et al. The other was used for PH A-stimu- 
lated lymphocyte transformation by Haya- 
kawa's method.’ 

For sheep erythrocyte rosette formation, 
sheep erythrocytes were suspended in PBS 
and centrifuged, and the supernatant was 
discarded. Calf placental serum was added 
to increase the total volume four times, and 
the suspension was well stirred. This 
suspension was added to the one portion of 
tissue cell suspension at a 5:1 volume ratio 
and incubated at 37 °C for one hour. The 
sample was mixed with the use of a pipette, 
smeared on ten object glasses, and stained 
with Giemsa solution. More than 200 cells 
were counted and divided into the follow- 
ing three groups: (1) small-those with 
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Fig 7.—Phytohemagglutinin-stimulated cells (left and right) of 
infiltrating cells of skin tumor (Giemsa stain, original magnifica- 
tion x 1,000). 





Fig 8.—Small cell that formed sheep erythrocyte rosette. Nucleus - 
is larger and exhibited more irregular shapes than normal 
lymphocytes (original magnification X 7,000). 
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Fig 9.—Large cell that formed sheep erythrocyte rosette. Nuclear 


irregularities are more bizarre and number of small mitochondria, 
fibrillar structure, and ribosomes increased in cytoplasm (original 


magnification x 7,000). 





mycosis fungoides. Large nucleoli are seen in chromatin-poor 
nucleus (original magnification x 4,800). 





Fig 11.—Phytohemagglutinin-stimulated cells from skin tumor of 
mycosis fungoides. Two lymphoblast-like cells with irregular 


chromatin-poor nuclei are seen. One (at left) has clusters of 
lysosome-like dense bodies in cytoplasm (original magnification 


X 4,800). 


diameters that measured up to twice the 
diameter of human erythrocytes (6 u); (2) 
medium-those with two to four times the 
diameter of human erythrocytes; and (3) 
large—those with six times the diameter of 
human erythrocytes. The cells that formed 
rosettes were counted for each group. 

For PHA stimulation, the commercial 
medium, tenfold concentrated TC medium 
199 (Difco) was diluted ten times with 
sterile redistilled water. To 10 mL of this 
medium, 0.5 mL of the other portion of 
tissue cell suspension was added. Phytohe- 
magglutinin was dissolved in 5 mL of 
sterile redistilled water, and 0.2-mL aliquot 
was added and incubated at 37 ?C for 75 
hours. They were centrifuged at 500 rpm 
for ten minutes, and the precipitate was 
mixed well and smeared on ten object 
glasses. 

For electron microscopy, the remaining 
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portions of the suspension, containing 
rosette-forming cells, and the suspension, 
cultured with PHA, were double fixed in 
% glutaraldehyde and 1% osmic acid. 
These were embedded in epoxy resin (Epon 
812), doubly stained by uranyl acetate and 
lead hydroxide, and observed with an elec- 
tron microscope. 


RESULTS 


Infiltrating cells that were har- 
vested showed almost the same mor- 
phologic characteristics as those of 
cells of the skin tumor by hematoxy- 
lin-eosin staining. When the sheep 
erythrocyte rosette formation was 
examined, rosettes were found in 
more than 90% of the small lympho- 
cytes (Fig 3). Nuclei with dense chro- 


Fig 12.—Some large cells with cerebriform nucleus do not 
respond to phytohemagglutinin (original magnification x 4,800). 


matin were clearly observed (Fig 4). 
Half of the medium cells, which 
resembled small lymphocytes, formed 
sheep erythrocyte rosettes, but some 
of them had only a few sheep erythro- 
cytes. There was erythrocyte rosette 
formation in the large cells, but this 
occurred in only 20% of them (Fig 5). 
The same was true for cells from 
lymph nodes. Lymphocyte-like cells 
that ranged from small to large ones 
and macrophage-like cells with large 
cytoplasmic areas were recognized. 
More than 90% of the small cells 
showed sheep erythrocyte rosette for- 
mation, but this formation was pres- 
ent in only 20% of larger cells. 
Figure 6 summarizes the percent of 
cells that showed blast transformation 


Rosette Formation—Yoshinaga & Yamada 849 


after incubation with PHA. By the 
third day, 90% of small cells were 
transformed, while only 60% and 40% 
of medium and large cells, respective- 
ly, were transformed (Fig 7). 

By electron microscopy, small cells 
that formed sheep erythrocyte ro- 
settes were essentially identical to 
normal lymphocytes, but their nuclei 
were larger and exhibited more irreg- 
ular shapes than those of normal 
lymphocytes (Fig 8). The cytoplasmic 
area was small, and a few mitochon- 
dria were found. In addition, these 
cells showed fingerlike microvilli of 
the cytoplasm, part of which were in 
contact with the surrounding sheep 
erythrocytes. In large cells that 
formed sheep erythrocyte rosettes, 
the degree of the nuclear irregularity 
was greater, and the number of small 
mitochondria and fibrillar structures 
in the cytoplasm increased (Fig 9). 
Ribosomes increased in the peripheral 
part of the cytoplasm. The cytoplas- 
mic microvilli were thick and showed 
contact with the surrounding sheep 
erythrocytes. Some of the large cells 
showed tumor-cell-like morphological 
features with large reticular nucleoli 
and irregular nuclei. Increase of 
vacuoles and rough endoplasmic retic- 
ulum in the cytoplasm was also 
observed. 

Phtyohemagglutinin-stimulating 
cells in skin tumors resemble small 
lymphoblast-like cells, and these are 
nondistinguishable from normal pe- 
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ripheral lymphocytes in culture with 
PHA. These cells showed large nu- 
cleoli in chromatin-poor “nicked” or 
irregular-shaped nuclei (Fig 10 and 
11). They showed clusters of lysosome- 
like dense bodies in the cytoplasm, 
which are characteristic of T cells. 
However, some of the large cells with 
cerebriform nuclei demonstrated the 
same ultrastructure of the large cells 
without PHA stimulation, which sug- 
gested that they did not respond to 
PHA (Fig 12). 


COMMENT 


Erythrocyte rosette formation was 
observed in more than 90% of the 
small cells but not in most of the large 
cells. By electron microscopy, the 
small cells were found to be indistin- 
guishable from normal cells, except 
for nuclear irregularities. Cells of this 
type are sometimes found in peripher- 
al blood and among infiltrating cells 
in the skin of patients with benign 
diseases, such as senile erythroderma,* 
lichen planus, and psoriasis." We have 
previously reported that lymphocytes 
with nicked nuclei in normal peripher- 
al blood react more readily with sheep 
erythrocytes, which leads to rosette 
formation.'^ Thus, the small cells do 
not appear to be tumor cells from the 
morphological point of view. The basic 
structure of the large cells appeared to 
be similar to that of the small cells, 
which indicated that both of them had 
come from the same origin. The irreg- 
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- Clofazimine in the Treatment of 
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Pyoderma Gangrenosum 


Kristian Thomsen, MD, Hans W. Rothenborg, MD 


e Ten patients with pyoderma gangre- 
nosum, seven female and three male, 25 
to 94 years old, mainly with multiple 
lesions, have been treated with clofazim- 
ine, 100 mg three times daily. Associated 
disease was registered in three patients: 
diabetes mellitus, a previous adenocarci- 
noma of the colon treated by hemicolecto- 
my, and pustulosis palmoplantaris. In a 
further patient, M-component was found 
in the serum. In seven cases the lesions 


were completely healed by two to five 


months of therapy, and in three cases the 
ulcers healed partially. Side effects were 
redness of the skin in seven cases and 
dryness of the skin in two patients. No 
hematological side effects occurred. The 
working mechanism is still obscure. 
(Arch Dermatol 115:851-852, 1979) 
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* Amount of lesions is in parentheses. 
TCR, complete healing; PR, partial healing. 
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Cancer of the 
colon, de- 
ple) struction of 
nasal bone 


Abdominal pain 


Pustular psoria- 
sis of soles 
and palms, 
diarrhea 


Peritoneal ad- 
hesions 


lofazimine (Lampren), a phendi- 
metrazine tartrate derivative 
used against leprosy, has recently 
been claimed effective in the treat- 
ment of pyoderma gangrenosum (PG), 
which is an ulcerating inflammatory 
skin condition of unknown cause, 
sometimes associated with ulcerative 
colitis, regional enteritis, rheumatoid 
arthritis, and paraproteinemia. 
Thus, Michaélsson et al' were able 
to heal eight patients with PG, cases 
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Clinical Data on Ten Cases of Clofazimine-Treated Pyoderma Gangrenosum 


Case/ Time to Duration of 
Age, yr/ Associated ESR, Immuno- Healing, treatment, Side 
Sex Duration Location* Disease mm/hr globulin M-Component mo mo Result? Effects 
1/25/M 2yr Trunk, thighs Hay fever Normal 0 2 4 CR Redness 
(multiple) 

2/46/M 2mo Lower leg 46 IgA 0 3 3 CR Redness 
(multiple) IgM 

3/54/M 2yr Arms (multiple) Diabetes i IgA 0 2 PR Redness 
IgM 





19 IgM 0 


63 Normal 0 







70 





100 








109 


2 CR Redness 
4 4 CR Redness, 
ichthyosis 





hitherto refractory to treatment, with 
300 to 400 mg of clofazimine daily, 
with healing commencing three to 14 
days after treatment was started. 
Beurey et al treated two patients 
with PG with 300 to 400 mg of clofa- 
zimine daily, with complete healing 
within two weeks. 

Clofazimine enhances the phagocy- 
tosis by neutrophil leucocytes,"? but 
no real increase in the phagocytizing 
capability during clofazimine therapy 
of PG could be demonstrated, and 
the mechanism for the effect was not 
revealed. We report ten cases of PG 
that were successfully treated with 
clofazimine. 


REPORT OF CASES 


Ten patients with PG, seven female and 
three male, aged 25 to 94 years, have been 









Redness, ich- 
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Died of pneu- 
monia 
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treated with 100 mg of clofazimine three 
times daily for periods of two weeks to five 
months (Table). Usually lesions were multi- 
ple, located on the extremities and some- 
times also on the trunk. The ulcers 
measured 15 em or less. They had been 
present for periods of one month to 22 
years. In three cases treatment with 
systemic steroids had failed to heal the 
ulcers. 

The diagnosis was confirmed histologi- 
cally. In case 1 (Table), results of immuno- 
fluorescent studies disclosed granular de- 
posits of C3 at the basement membrane 
zone. 

One patient had a long-standing insulin- 
dependent diabetes mellitus. In one.case a 
hemicolectomy had been performed eight 
years previously because of an adenocarci- 
noma of the colon, but at present there 
were no signs of relapse. One patient had a 
pustulosis palmoplantaris, besides the PG. 
In only one patient could M-component be 
detected in serum values. The level of IgA 
or IgM or both was elevated in four of 
seven patients examined. Sedimentation 
rate was increased in all patients, from 19 
to 109 mm/hr. 

Otherwise, routine hematological exami- 
nations showed no abnormalities apart 
from a slight leukocytosis in three of the 
cases. Tests for liver and kidney function 
also disclosed no abnormalities. 

Immunological examinations and tests 
for phagocytosis were not performed. 

Healing of lesions had already begun 
during the first two weeks of treatment, 
and in seven cases it was complete within 
two to five months of therapy. In two cases 
the ulcers were almost healed after two 
and four months of treatment, respective- 
ly. Finally, in one patient the solitary ulcer 
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had started to heal when the patient 
suddenly died of pneumonia after two 
weeks of therapy. 

In seven patients a pronounced, diffuse 
redness of the skin developed, already 
evident after a few weeks of treatment. 
Also the urine became red, and the stools 
darkened. One patient noticed that the 
sweat turned red, thereby discoloring his 
shirts. In two patients an ichthyosiform 
dryness and scaling of the skin developed. 
One patient, aged 80 years, complained of 
vertigo during the treatment, probably not 
associated with the drug. These side 
effects were all transient, disappearing 
within a few months after the cessation of 
therapy. Hematological changes were not 
observed during or after the treatment. 


COMMENT 


The efficacy of clofazimine in the 
treatment of PG has been striking, 
with complete healing of long-stand- 
ing, large ulcers within a short time in 
seven of the ten patients treated, and 
considerable improvement of the ul- 
cers in the remaining three cases. This 
convincing effect of the drug was paid 
for by only slight and transient side 
effects in the form of redness of the 
skin and ichthyosiform dryness. 

We are not able to add to the infor- 
mation about the working mecha- 
nisms of clofazimine in PG as no 
immunological or phagocytical studies 
were performed in our cases. Even if 
clofazimine has been shown to possess 
phagocytosis-enhancing properties, 
no influence on phagocytosis has been 


demonstrable in the two previous 
reports'® in which clofazimine was 
effective in the treatment of PG. In 
this context it is of interest that the 
pustulosis palmaris and plantaris 
present in one of the PG cases also 
disappeared during the treatment. In 
pustulosis palmaris and plantaris, an 
impaired phagocytotie activity in- 
creases during clofazimine therapy,' 
and a similar working mechanism 
could explain the effect in our case. 

At present, we find ourselves in the 
well-known situation of treating a 
disease of unknown nature with a 
drug of unknown function, but yet 
with an undisputable, measurable 
effect, ie, the complete healing of PG 
with clofazimine. 
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Contact Dermatitis due to 


^ Nitroglycerin Ointment 


Andrew A. Hendricks, MD, G. William Dec, Jr, MD 


e Topical nitroglycerin ointment is 
among the most effective long-acting 
vasodilators currently available. We re- 
port two cases of contact dermatitis in 

ich patch testing showed allergy to 


eo”  nitroglycerin-containing compounds. The 


r 


severity of this dermatitis necessitated the 
discontinuation of topical nitroglycerin 
therapy in both patients. A potent corti- 
costeroid cream applied once to previous 
nitroglycerin application sites prevented 
or minimized this dermatitis and enabled 
continuation of topical nitroglycerin thera- 
py. Contact dermatitis due to topical nitro- 
glycerin preparations may be more com- 
mon than is presently realized. 
(Arch Dermatol 115:853-855, 1979) 


ince its introduction by Davis and 
Wiesel in 1955, nitroglycerin 
ointment has been successfully used in 
the management of angina pectoris.*^ 
This preparation is also effective in 
chronic heart failure,“ and may be 
helpful in myocardial infaretion'* and 
peripheral vascular disease.'*'* 
Nitroglycerin ointment is absorbed 
pereutaneously and consequently has 
actions and side effects similar to 
sublingual nitroglycerin and oral ni- 
trates. Headache is the most common 
adverse effect of nitroglycerin thera- 
py. Symptoms of postural hypotension 
including dizziness, weakness, and 
other manifestations of cerebral is- 
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chemia may occasionally develop." 
The belief that nitroglycerin agents 
precipitate glaucoma is probably un- 
founded." 

We report two cases of allergic 
contact dermatitis due to treatment 
with nitroglycerin ointment. This 
complication of therapy was circum- 
vented by the use of a potent cortico- 
steroid cream applied between nitro- 
glycerin ointment applications. 


REPORT OF CASES 


Case 1.—A 57-year-old man was hospital- 
ized in November 1976 for evaluation of 
unstable angina of five years’ duration. 
Coronary angiography showed severe coro- 
nary artery disease that precluded bypass 
surgery. Prior to hospitalization, the 
patient had been treated for angina with 
pentaerythritol tetranitrate, 20 mg four 
times a day orally, and 0.4-mg sublingual 
nitroglycerin tablets, as needed for chest 
pain. After hospitalization, the patient 
began therapy with 2% topical nitroglycer- 
in ointment, 1.27 em (0.5 in) every six 
hours, spread over a 15.2 x 15.2-cm (6 x 6- 
in) area. The ointment was covered with an 
occlusive plastic film and the application 
sites were varied every six hours. After 
several days of therapy, a pruritic, ery- 
thematous, papular-vesicular eruption de- 
veloped at each nitroglycerin application 
site (Fig 1). 

The severity of this dermatitis necessi- 
tated the discontinuation of topical nitro- 
glycerin therapy. Additional questioning 
revealed that a similar eruption had devel- 
oped while the patient was receiving ther- 
apy with nitroglycerin ointment two years 
prior to hospitalization. There was no histo- 
ry of atopy or other allergies. The patient 
has never had a cutaneous reaction to 
sublingual nitroglycerin tablets or oral 
nitrates and continues to take both without 
adverse effects. 


Case 2.—A 71-year-old man was hospital- 
ized in November 1977 for evaluation of 
unstable angina of four years’ duration. 
Coronary angiography showed severe coro- 
nary artery disease that was not amenable 
to bypass surgery. Prior to hospitalization, 
the patient had been treated with propano- 
lol hydrochloride, 80 mg four times a day 
orally, erythrityl tetranitrate, 10 mg four 
times a day orally, 0.4-mg sublingual nitro- 
glycerin tablets, taken as needed for chest 
pain, and isosorbide dinitrate, 30 mg four 
times a day orally. After hospitalization, 
2% nitroglycerin ointment, 1.27 em (0.5 
inches) every six hours and 3.81 em (1.5 
inches) at bedtime, was added to his treat- 
ment regimen. The ointment was applied 
under plastic film occlusion over a 
15.2 x 15.2-em (6 x 6-inch) area. Applica- 
tion sites were varied every six hours. 
After several days of therapy, a pruritic, 
erythematous, papular-vesieular eruption 
developed at each nitroglycerin application 
site. The severity of this dermatitis 
precluded further topical nitroglycerin 
therapy. The patient subsequently re- 
ported that a skin reaction to topical nitro- 
glycerin ointment therapy had first devel- 
oped in March 1977. A trial of this drug 
during hospitalizations in April 1977 and 
June 1977 had resulted in similar severe 
cutaneous reactions at nitroglycerin sites. 
There was no history of atopy or other 
allergies. The patient has continued to take 
sublingual nitroglycerin tablets and oral 
nitrates without adverse effects. 


MATERIALS AND METHODS 
Part 1 


Occlusive patch tests were applied in the 
standard manner" to the backs of patients 
l and 2 and to three medical student volun- 
teers. The patch tests were removed after 
48 hours and the tests were read at 48'and 
96 hours. All patch tests were interpreted 
in accordance with the standard nomenela- 
ture: 0, no reaction; 1+, erythema; 2+, 
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Fig 1.—Patch tests to topical nitroglycerin 
ointment demonstrate square or rectangu- 
lar areas of erythema, papules, and vesi- 
cles produced at skin application sites by 
two commercial nitroglycerin ointments (A 
and B). Patch tests were removed after 48 
hours; this photograph was taken five days 
later. 


erythema and papules; 3+, erythema, 
papules, and vesicles; 4+, erythema, 
papules, vesicles, and edema.'* 

The following substances were applied to 
all test subjects as patch tests: two 
commercial 2% nitroglycerin ointments; a 
crushed 0.6-mg nitroglycerin tablet mixed 
in approximately 0.1 mL of water; a 
crushed 0.6-mg nitroglycerin tablet mixed 
in about 0.1 g of petrolatum; f-lactose, 
approximately 0.1 g combined with 0.1 mL 
of water; B-lactose, 0.1 g, mixed with 0.1 g 
of petrolatum; a 10% nitroglycerin-90% £8- 
lactose mixture, 0.1 g, combined with 
approximately 0.1 mL of water; a 10% 
nitroglycerin-90% f-lactose mixture, 0.1 g, 
combined with about 0.1 g of petrolatum; 
petrolatum; lanolin; petrolatum and lanolin 
in a 1:1 mixture; lanolin and petrolatum 
and a 10% nitroglycerin-90% -lactose 
mixture in a 2:2:1 mixture; lanolin and 
petrolatum and a crushed 0.6-mg nitroglyc- 
erin tablet in a 2:2:1 mixture; 9.1% nitro- 
glycerin in absolute ethy! alcohol; 2% nitro- 
glycerin in absolute ethyl alcohol; absolute 
ethyl alcohol. 

The rationale for this patch-testing is 
based on the following facts. Nitroglycerin 
is shipped as a 10% nitroglycerin-90% f- 
lactose mixture. Petrolatum and lanolin 
are added by the manufacturers to create a 
2% nitroglycerin ointment. 


Part 2 


Nitroglycerin ointment was adminis- 
teréd to patients 1 and 2 in the usual 
manner under 15.2 x 15.2-cm (6 x 6-inch) 
plastic film occlusion. After four to six 
hours, the nitroglycerin ointment was 
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Fig 2.—Patch tests to two commercial 
nitroglycerin ointments (A and B), 9.1% 
nitroglycerin in ethyl alcohol (C), and 2% 
nitroglycerin in ethyl alcohol (D). Patch 
tests were removed after 48 hours; this 
photograph was taken at 96 hours. All 
patch tests are strongly positive (4+ reac- 
tion). 


removed and 0.05% fluocinonide cream was 
applied once at the same site. This proce- 
dure was repeated every four to six hours 
during several days using different nitro- 
glycerin application sites each time. 


RESULTS 
Part 1 


The patients suspected of having a 
contact dermatitis due to topical 
nitroglycerin had negative or equivo- 
cal (0 or 1+ reactions) patch tests at 
48 hours. By 96 hours, at least erythe- 
ma and papules (2+ reaction) had 
developed at the sites of every patch 
test containing nitroglycerin in both 
patients (Fig 2). These positive patch 
test reactions persisted for an addi- 
tional three to seven days. Patch test 
reactions were more positive when the 
patients received topical nitroglycerin 
therapy for several days prior to patch 
testing. 

All patch tests were negative at 48 
and 96 hours in the three controls. All 
three volunteers had severe headaches 
shortly after the patch tests were 
applied, probably from percutaneous 
absorption of nitroglycerin. 


Part 2 


The application of 0.05% fluocino- 
nide cream once after removing the 
nitroglycerin ointment under occlu- 
sion prevented the development of 
contact dermatitis due to nitroglycer- 


in ointment in one patient and mini- 
mized the dermatitis in the other 
patient. Neither patient had to discon- | 
tinue topical nitroglycerin therapy 
during the course of several months 
with the continued use of fluocinonide 
cream, which is a potent topical corti- 
costeroid. 


COMMENT 


Nitroglycerin ointment is among 
the most effective long-acting vasodi- 
lators currently available.** By virtue 
of its slow cutaneous absorption, this 
preparation prolongs the beneficial 
effects of nitroglycerin and decreases 
the need for repeated administration. 
Whether to call this agent a long- 
acting nitrate or a short-acting prepa- 
ration in a sustained-release form is a 
matter of semantics. 

The cardiovascular effects of nitro- 
glycerin ointment persist for at least 
three to eight hours.;*^^'*'* The 
method of application of this ointment 
is important, since the best systemic 
effects are achieved when the oint- 
ment is applied over a large surface 
area of skin*/*?»?! (D. G. House and S. 


S. Wagle, unpublished data). Topica} 
nitroglycerin is thought to act in the” ~4 


same way as sublingual or oral nitro- 
glycerin—by decreasing myocardial 
oxygen demands." This may be 
accomplished by decreasing the pre- 
load of the heart through venodila- 
tion. The prolonged action of nitro- 
glycerin ointment has led to its 
increased use in the management of 
angina pectoris and chronic heart fail- 
ure. Many physicians have found this 
preparation helpful in the treatment 
of patients with nocturnal or unstable 
angina'^^' or with intolerance to oral 
nitrates. If hypotension develops, top- 
ical nitroglycerin is advantageous in 
that it can be simply wiped off the 
skin. 

We reported two cases of allergic 
contact dermatitis proved by patch- 
testing to be due to the nitroglycerin 
in nitroglycerin ointment. The severi- 
ty of this contact dermatitis required 
the discontinuation of topical nitro- 
glycerin therapy in both patients. 
Although it was initially assumed that 
these patients were allergic to the 
lanolin base in nitroglycerin ointment, 
this was disproved by patch testing. A 
strong corticosteroid cream applied 
once to previous sites of nitroglycerin 
ointment application prevented or 
minimized this contact dermatitis and 
enabled continuation of topical nitro- 
glycerin therapy. Additional patch 
tests using a mixture of nitroglycerin 
ointment and 0.05%  fluocinonide 
cream in equal parts were negative in 
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both patients. Since the vasoconstric- 
tion produced by topical corticoste- 
roids could interfere with the absorp- 
tion of nitroglycerin, corticosteroid 
cream was only applied between nitro- 
glycerin ointment applications. 

It is unclear why these patients had 
contact dermatitis due to nitroglycer- 
in at skin application sites but had no 
cutaneous reactions to sublingual ni- 
troglycerin or oral nitrates. One can 
postulate that prolonged skin or 
mucous membrane contact is required 
before the development of a contact 
dermatitis at application sites. This 
theory is supported by the observation 
of positive patch test reactions to 
crushed nitroglycerin tablets mixed in 
water and in petrolatum removed 
after 48 hours. 

Allergic contact dermatitis due to 
nitroglycerin ointment may not be 
uncommon. À dermatitis in nitroglyc- 
erin workers is documented*'^* and 
requires the use of protective clothing 
by factory workers (personal commu- 
nication, Imperial Chemical Indus- 
tries, Wilmington, Del, November 
1977). In addition, the manufacturers 

nitroglycerin ointment report 


T e nonconfirmed reports of ad- 


e 


1. Davis JA, Wiesel BH: The treatment of 
angina pectoris with a nitroglycerin ointment. 
Am J Med Sci 230:259-263, 1955. 

2. Reichek N, Goldstein RE, Redwood DR, et 
al: Sustained effects of nitrogylcerin ointment in 
patients with angina pectoris. Circulation 
50:348-352, 1974. 

3. Parker JO, Augustine RJ, Burton JR, et al: 
Effect of nitroglycerin ointment on the clinical 
and hemodynamic response to exercise. Am J 
Cardiol 38:162-166, 1976. 

4. Wayne HH: Effects of nitroglycerin oint- 
ment on the apexcardiogram and systolic time 
intervals. Angiology 28:203-216, 1977. 

5. Davidov ME, Mroczek WJ: The effect of 
nitroglycerin ointment on the exercise capacity 
in patients with angina pectoris. Angiology 
27:205-211, 1976. 

6. Abrams J: Current status of nitroglycerin 
ointment in angina pectoris: A new look at an old 
drug. Angiology 28:217-222, 1977. 

7. Awan N, Miller R, Vismara L, et al: 
Enhanced exercise performance by nitroglycerin 
paste and relation to simultaneous modifications 
in cardiac dynamics and peripheral circulation in 
coronary artery patients, abstracted. Circulation 
52(suppl):154, 1975. 

8. Davidov ME, Mroczek WJ: Duration of 
action of cutaneous administration of NTG oint- 
ment on exercise capacity in patients with angi- 
na pectoris, abstracted. Clin Res 25:545, 1977. 

9. Franciosa JA, Blank RC, Cohn JN, et al: 


Arch Dermatol—Vol 115, July 1979 


verse cutaneous reactions to nitro- 
glycerin ointment (personal communi- 
cation, Marion Laboratories, Kansas 
City, Mo, and Kremer-Urban Co, 
Milwaukee, November 1977).” Recent- 
ly, Sausker and Frederick” described 
a case of contact dermatitis due to 
nitroglycerin ointment. Pateh tests 
were positive (8+ ) to two commercial 
nitroglycerin ointments, but only a 
1+ reaction occurred with 0.2 mg/mL 
of nitroglycerin in water.” 

The application of nitroglycerin 
ointment to the skin may ordinarily 
produce a transient area of erythema 
or pruritus that resolves within a few 
hours. The presence of square or 
rectangular areas of erythema at 
previous nitroglycerin application 
sites with the subsequent develop- 
ment of papules, vesicles, or edema 
should make one suspect a contact 
dermatitis. In a clinical setting, con- 
tact dermatitis due to nitroglycerin is 
most likely due to the lanolin base, 
which is a known sensitizer, or, as we 
have proved, to the nitroglycerin 
itself. The other two ingredients 
contained in nitroglycerin ointment, 
petrolatum and f-lactose, are not 
reported to produce a contact dermati- 
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Case Heports 


Cutaneous Lupus Erythematosus Associated 
With Melanoma and BCG Vaccine Therapy 


James K. Herstoff, MD, Hendrik A. Bogaars, MD 


e Abnormalities in host immunologic 
defenses may be associated with melano- 
ma and lupus erythematosus. In two 
patients, cutaneous lupus erythematosus 
developed in the course of melanoma. 
Immunoglobulin deposits and comple- 
ment were seen on direct immunofluores- 
cence of exposed uninvolved skin. One 
patient was undergoing immunotherapy 
with BCG vaccine when the eruption 
occurred. 

(Arch Dermatol 115:856-859, 1979) 


po with melanomas, as with 
other malignancies, demonstrate 
cell-specifie antigens and various cir- 
culating antibodies.’ It is generally 
believed that disruption of the normal 
immune defenses is crucial to the 
presence and spread of the tumor. The 
object of immunotherapy is to restore 
immunocompetence to reject the ma- 
lignancy. 

Patients with lupus erythematosus 
(LE) also have abnormal immune 
systems." There is failure to suppress 
the formation of antibodies to normal 
cell constituents, with subsequent 
cutaneous and systemic manifesta- 
tions. During the course of systemic 
LE, neoplasms may develop. Carcino- 
mas of the breast, stomach, cervix, 
and prostate and reticulum cell sarco- 
ma have been reported.’ Recent stud- 
ies suggest that untreated patients 
with systemic LE might be predis- 
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posed to malignancy"'; however, in 
most cases, malignancy developed 
while patients were under treatment 
with corticosteroids given for sys- 
temic effect, cytotoxic agents, or both, 
with consequent suppression of the 
immune system. 

We describe herein two patients in 
whom cutaneous LE developed after 
the appearance of a melanoma. One of 
these patients was receiving BCG 
vaccine when his disease appeared. To 
our knowledge, the appearance of LE 
in a patient with a preexisting malig- 
nancy has not been reported. 


REPORT OF CASES 


Case 1.—A 53-year-old man was seen in 
consultation because of a generalized 
erythematous macular and papular erup- 
tion related to ampicillin sodium, which 
was being administered for acute epididy- 
mitis. An incidental finding during the 
dermatologic evaluation was an irregular 
round area, 2.3 cm in diameter, in the right 
midscapular region (Fig 1). The lesion was 
a crescentic, hyperpigmented macule. The 
borders were irregular but well defined; 
pigmentation was varying shades of tan 
and brown. At the left border there was a 
discrete dark brown papule. To the right of 
the arciform lesion there was a dark blue- 
black firm nodule, 4 mm in diameter, with 
a violaceous halo at its base. The area 
between the lesion and the nodule was 
hypopigmented. The patient did not know 
how long the lesion had been present. His 
wife thought that it had once been fully 
pigmented. Pertinent findings on physical 
examination were large, firm, nontender 
right axillary nodes. Biopsy of the dark, 
elevated portion of the arciform lesion 
demonstrated melanoma, level II. The 
nodule was excised and was determined to 
be an intradermal metastasis. 

The patient underwent a wide local exci- 
sion and right axillary node dissection. One 
of 11 lymph nodes contained melanoma. 
Metastatic evaluation included a normal 
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chest roentgenogram and normal results of 
bone, brain, and liver scans. The patient 
was classified as having stage II melano- 
ma, and with informed consent he was 
randomized on the Eastern Cooperative 
Oncology Group (ECOG) protocol to receive 
BCG vaccine alone. 

Intradermal tests were conducted with 
intermediate strength PPD, mumps, Can- 
dida, and 
(Varidase) antigens. The patient had no 
reaction to the PPD test. Induration from 
the mumps test measured 13 x 15 mm; 
from the Candida test, 13 x 17 mm; and 
from the streptokinase-streptodornase 
test, 8 x 10 mm. Intradermal BCG vaccine 
therapy by the multiple puncture tech- 
nique was begun on June 20, 1977. After 
the patient had received four treatments, a 
rash developed. 

On examination, an erythematous erup- 
tion was present on the sun-exposed areas 
of the face, forehead, upper part of the 
chest, and abdomen. The retroauricular 
areas and adjacent scalp were involved. 
Lesions on the face were macular, while 
those on the chest and abdomen were papu- 
lar. The lesions blanched with pressure. 
Little scaling was seen. Individual lesions 
varied from 2 to 7 mm in diameter and 
there were several excoriations (Fig 2). The 
location of the eruption suggested allergic 
contact or photocontact dermatitis and 
drug eruption. The patient was taking 
ibuprofen for treatment of osteoarthritis. 
Two biopsy specimens were obtained from 
representative areas. A perivascular mono- 
nuclear cell infiltrate was present in the 
dermis, with some degenerative change in 
the epidermal basal cell layer. No eosino- 
phils were seen, and the histologic inter- 
pretation was erythema multiforme-like 
eruption consistent with dermatitis medi- 
camentosa. 

Ibuprofen therapy was dicontinued, 
BCG vaccine was withheld, and the patient 
was treated with cool compresses and topi- 
cally applied 0.05% fluocinonide cream, 
four times daily. The eruption cleared 
during two weeks of treatment. 

Treatment with BCG vaccine was re- 
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Fig 1.—Patient 1. Crescentic melanoma with satellite metastasis; 
periphery is sharply defined. Central area is hypopigmented and 





bs irregular margin suggests areas of regression. 
Fig 3.—Patient 1. Note intense erythema on hands. Scaly, atroph- 
ic macules and papules exhibit telangiectasia. Lesions are 
suggestive of lupus erythematosus. 
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Fig 2.—Patient 1. Note erythema of ears, 
face, and chest, and diffuse papular erup- 
tion on chest and upper part of abdomen. 
There is relative sparing of unexposed 
periorbital and neck areas. 





Fig 4.—Patient 1. Biopsy specimen showing features of lupus 
erythematosus including epidermal atrophy, vacuolar change at 
dermal-epidermal interface, dermal edema, and lymphohistiocytic 
infiltrate (hematoxylin-eosin, original magnification x 285). 


Fig 5.—Patient 2. Note erythema of ears, forehead, and face with 
S... sparing of lateral part of eyebrows and perioral area. Marked 
t. LU LX edema is present on upper eyelids and on face below eyes. 
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Fig 6.—Patient 2. Biopsy specimen showing features of lupus 
erythematosus including epidermal atrophy, vacuolar degenera- 
tion of basal cells, dermal edema and lymphocytic dermal infil- 
trate (hematoxylin-eosin, original magnification x 285). 


Fig 7.—Patient 2. Sample of melanoma showing junctional prolif- Tam 
eration and dermal invasion of melanoma cells (hematoxylin- 


eosin, original magnification x 180). 


started and indomethacin was substituted 
for ibuprofen. On the tenth to 12th day of 
therapy, the eruption recurred on the face, 
abdomen, forearms, and thighs. Erythema 
was more intense, and the eruption 
extended to areas that were not exposed to 
sun. Lichenoid papules were seen on the 
dorsa of the hands, and cuticular and nail 
fold petechiae and telangiectases were 
present. Two-millimeter, erythematous, 
scaly, and atrophic macules were noted on 
the dorsa of the hands and fingers (Fig 3). 
Subsequently, pruritus and scaling devel- 
oped on the patient's face, eyelids, and 
scalp. The recurrence soon after starting 
indomethacin treatment and resuming 
BCG therapy was suggestive of a drug 
eruption, but many new lesions were high- 
ly suggestive of cutaneous LE. Therefore, 
repeated biopsy specimens were obtained, 
which showed dermal edema, basal cell 
liquefaction degeneration, and patchy peri- 
vascular infiltrates. These were inter- 
preted as LE-like features. The patient 
also had elevated liver enzyme levels. The 
creatine phosphokinase level was 197 mU/ 
mL; lactic dehydrogenase level, 362 mU/ 
mL; SGOT level, 35 mU/mL; and SGPT 
level, 32 mU/mL. There was concern of 
disseminated BCG infection, and the 
patient was admitted to the hospital for a 
liver biopsy; the specimen showed mild 
fatty change but no evidence of BCG infec- 
tion. 

On Sept 9, 1977, serum antinuclear anti- 
body (ANA) was present in a titer of 1:20 
with peripheral and diffuse patterns and a 
1:80 speckled pattern. Serum antinative 
. DNA determination was negative. Hemo- 
globin level was 14.0 g/dL; hematocrit 
reading, 41.2%; WBC count, 5,300/cu mm; 
ESR, 18 mm/hr; and results of urinalysis 
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were normal. Serum complement C3 level, 
determined by immunodiffusion, was 154 
mg/dL (normal, 122 to 167 mg/dL), total 
hemolytic complement activity (CH50) was 
182 units/mL (normal, 152 to 200 units/ 
mL), and C4 was 19 mg/dL (normal, 12 to 
75 mg/dL). Direct immunofluorescence 
was done on a specimen of sun-exposed, 
uninvolved skin from the dorsum of the 
wrist. This specimen showed 2+ granular 
fluorescence of the basement membrane 
zone with IgG and IgM and 1+ granular 
fluorescence in this area with C3. IgA, C4, 
and Clq were not present. Results of the 
LE preparation were negative. On Sept 21, 
1977, the ANA determination was re- 
peated. At a titer of 1:160, a diffuse pattern 
was seen. 

A diagnosis of cutaneous LE was made, 
and treatment was initiated with hydroxy- 
chloroquine sulfate, 200 mg four times 
daily, and topically applied 0.05% fluocin- 
onide cream, four times daily. The hydrox- 
ychloroquine therapy was discontinued 
after three months due to lack of 
response. 

In January 1978, the ANA was present in 
a diffuse pattern at a titer of 1:40. 
Repeated skin biopsy specimens in Febru- 
ary 1978 demonstrated typical features of 
LE. Epidermal atrophy, follicular hyper- 
keratosis, basal cell degeneration, and 
colloid bodies were evident. Edema of the 
basement membrane zone, vascular ecta- 
sia, and a mononuclear cell infiltrate were 
visible (Fig 4). Administration of topically 
applied 0.1% betamethasone valerate 
cream, four times daily, and antihista- 
mines was continued to relieve the intense 
pruritus that accompanied the patient's 
eruption. 

In March 1978, cervical adenopathy 
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developed. This was believed to be related "m 


to the inflammatory eruption on the 
patient's scalp. A lymph node biopsy speci- 
men showed chronic lymphadenitis; howev- 
er, a chest roentgenogram demonstrated 
metastatic pulmonary lesions, which were 
confirmed by open biopsy. Treatment with 
BCG vaecine was discontinued, and thera- 
py with orally administered semustine 
(methyl-CCNU) was begun. The eruption 
has persisted. 

CasE 2.—A 67-year-old man was referred 
by his internist and surgeon for dermato- 
logie evaluation of swelling of the eyelids 
and an eruption, both of which had been 
present for approximately five months. 
The patient was in generally good health 
and took no medications regularly. Perti- 
nent physical findings included eyelid and 
periorbital edema (Fig 5). Erythematous 
plaques composed of grouped papules, 2 to 
6 mm in diameter, were present on the 
arms and elbows. The dorsa of the hands 
were erythematous and slightly swollen. 
An incidental finding was a 2-cm, tan to 
brown maeule with several papules on the 
chest, above and lateral to the nipple. This 
lesion was well demarcated from the 
surrounding tissue and had an irregular 
border. Enlarged, nontender firm nodes 
were palpated in the right axilla. The 
differential diagnosis of the eruption 
included connective tissue disease and 
contact dermatitis. Underlying thyroid 
disease or superior vena cava syndrome 
were suggested. The possibility of superior 
vena cava syndrome was of concern 
because the chest lesion was clinieally a 


melanoma, with the possibility of metas- _ 


tatic nodal disease. 
Thyroid study results and a chest roent- 
genogram were normal. Biopsy specimens 
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of the eruption showed epidermal atrophy 
and vacuolar degeneration at the epider- 
mal-dermal junction. Colloid bodies, pig- 
ment incontinence, and a perivascular 
lymphocytic infiltrate were present (Fig 
6). These findings were consistent with LE. 
Specimens for direct immunofluorescence 
were taken from the involved area and the 
uninvolved exposed region of the dorsum 
of the right hand. The involved skin 
showed 2+ granular fluorescence at the 
basement membrane zone for IgG and C3; 
IgA, IgM, Clq, and C4 were not present. 
The uninvolved skin showed 2+ granular 
fluorescence at the basement membrane 
zone ior IgG and IgM, and 1+ fluorescence 
for C3; IgA, Clq, and C4 were absent. The 
results of the CBC count were as follows: 
hemoglobin level, 12.1 g/dL; hematocrit 
reading, 38%; and WBC count, 3,500/cu 
mm. Results of a 12-factor automated 
chemical analysis and serum immunoelec- 
trophoresis were normal, and results of 
24-hour urine testing for protein were 
negative. Results of fluorescent ANA and 
antinative DNA tests were negative. 
Serum CH50 was 191 units/mL (normal, 
150-250 units/mL). The pigmented lesion 
was a melanoma, classified as level II. 
Nests of atypical melanocytes were seen at 
the epidermal-dermal junction. Focal der- 
mal invasion was noted, and in some areas, 
there was a lymphocytic inflammatory 


M i vee (Fig 7). 
The patient underwent a wide resection 


rv 


of the melanoma and axillary node dissec- 
tion. Twenty-four nodes were examined; 
there was no evidence of melanoma. With 
topically applied 0.05% fluocinonide cream 
therapy, four times daily, the eruption 
cleared. After the surgical procedures, the 
periorbital edema subsided without other 
treatment. 


COMMENT 


Both patients had melanomas, and 
in both of them cutaneous LE devel- 
oped. Neither patient had symptoms 
of systemic LE, and, in general, labo- 
ratory study results did not suggest 
visceral disease. However, results of 
direct immunofluorescence demon- 
strated immunoglobulin deposits and 
complement in the uninvolved, sun- 
exposed skin in both patients. This 
finding has been described in cases of 
systemic LE, usually with renal 
involvement,’* which our patients did 
not manifest. The possibility exists 
that these patients are in a very early 
disease stage, and other laboratory 
and clinical signs of generalized 
involvement may develop. Patients 
with cutaneous LE who also have posi- 
tive ANA and/or antinative DNA test 
results are considered to be more like- 
ly to have systemic LE develop at a 
later time."'" Our patient 1 had posi- 
tive ANA test results in low titer, and 
patient 2 did not have ANA in his 


' serum; therefore, we cannot catego- 


rize them with certainty in this 
fashion. 
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Lupus  erythematosus-like syn- 
dromes have been reported with many 
drugs, '''" but cutaneous disease is 
uncommon in comparison with that 
seen in idiopathic LE." Although the 
first patient had been taking medica- 
tion before the onset of his eruption, 
neither drug has been reported to 
elieit an LE syndrome. Furthermore, 
the eruption did not subside when the 
drug therapy was discontinued. Pa- 
tient 2 had been taking no medica- 
tions before the onset of his eruption; 
therefore, a drug cause appears 
unlikely. 

In patient 1, cutaneous disease 
developed shortly after treatment was 
started with BCG vaccine. This sug- 
gested a possible relationship to this 
stimulator of the immune system. 
Many cutaneous eruptions have been 
reported as side effects of BCG 
vaccine therapy. In a large series from 
the M. D. Anderson Hospital, Hous- 
ton, Hersh and co-workers described 
generalized maculopapular and pso- 
riasiform eruptions, exfoliative der- 
matitis, erythema multiforme, erythe- 
ma nodosum, and papulonecrotie tu- 
berculid as cutaneous reactions to 
BCG vaccine.’ In several thousand 
patients, LE has not been seen as a 
reaction to BCG vaccine (Evan Hersh, 
MD, written communication, Feb 23, 
1978). In virtually all cases, the erup- 
tions have subsided within two weeks 
after stopping BCG vaccine therapy. 
In our patient the eruption persisted 
for months after BCG vaccine treat- 
ment was discontinued. Thus, it seems 
unlikely that the eruption was related 
to BCG vaccine. Of course, our second 
patient had not received this treat- 
ment. 

However, it is tempting to speculate 
on a connection between BCG vaccine 
and the dermatitis. In experimental 
animals, bacterial lipopolysaccharides 
can cause release of DNA into circu- 
lating blood and can induce formation 
of antinative DNA antibodies." It is 
possible that BCG could exert the 
same effect. An LE syndrome could 
result, and perhaps be self-sustaining, 
if BCG vaccine therapy were contin- 
ued or if residual amounts of the 
material were present in the body. 

It seems unlikely that this is a coin- 
cidental, unrelated occurrence of LE 
in these patients with melanoma. In 
patient 1, who has widespread metas- 
tatic disease, the eruption was diffuse 
and it persists. In patient 2, who had 
no evidence of matastases, the erup- 
tion was more localized and it 
subsided after the melanoma was 
excised. 

Immunologic host defenses are im- 


portant in the response to melanoma.’ 
We believe that there is a relationship 
between melanoma and the subse- 
quent development of cutaneous LE in 
our patients. An immunologic defi- 
ciency may predispose a patient to 
both melanoma and LE, or a defect 
caused by the malignancy may elicit 
the eruption. It is very curious that 
the patient with stage III metastatic 
melanoma had widespread cutaneous 
LE that was unresponsive to treat- 
ment and that the patient with stage I 
melanoma had a localized eruption 
that is clearing. We await with inter- 
est more reports of this association 
and studies to investigate it. 


This article was reviewed by Charles J. McDon- 
ald, MD, Roger Williams Hospital and Brown 
University, Providence, RI. 


Nonproprietary Names and 
Trademarks of Drugs 


Ibuprofen—Motrin. 

Fluocinonide—Lidex, Topsyn. 

Ampicillin sodium—Alpen-N,  Amcill-S, 
Omnipen-N, Polycillin-N for Injection, 
Principen/N, Totacillin-N. 
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Nail Plate-Nail Bed Separation 


An Unusual Side Effect of Systemic Fluorouracil Administration 


Martin E. Katz, MD, Thomas W. Hansen, MD 


€ A 62-year-old woman with metastatic 
gastric carcinoma was treated with fluor- 
ouracil for her malignant neoplasm. Nail 
plate-nail bed separation was noted in the 
fingers and toes after two months of week- 
ly chemotherapy and appeared to be 
caused by the fluorouracil. 

(Arch Dermatol 115:860-861, 1979) 


luorouracil is a fluorinated pyrim- 

idine whose deoxyribonucleotide 
metabolite, ^ 5-fluorodeoxyuridylate, 
inhibits thymidylate synthetase and, 
thus, DNA synthesis and cell growth.' 
Fluorouracil has been used extensive- 
ly as an agent for systemic effect, 
singly and in combination, for the 
palliative therapy of gastrointestinal, 
breast, ovarian, and other neoplasms, 
and in a topical form for the treat- 
ment of actinic keratoses and skin 
carcinomas. Side effects of adminis- 
tration for systemic effect have 
included myelosuppression, nausea, 
vomiting, stomatitis, excessive lacri- 
mation, dacryostenosis, alopecia, and 
hyperpigmentation."* The case de- 
scribed herein illustrates an unusual 
side effect of intravenously adminis- 
tered fluorouracil. 


REPORT OF A CASE 


A 62-year-old woman underwent a hemi- 
gastrectomy in June 1975, for ulcer symp- 
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toms, at which time a gastric adenocarcino- 
ma was resected. The patient did well until 
early December 1977, when a palpable left 
supraclavicular node was noted on physical 
examination; a biopsy specimen was taken. 
Pathologic examination disclosed a muci- 
carmine-positive adenocarcinoma consis- 
tent with a primary gastric malignant 
neoplasm. Chemotherapy was begun on 
Dee 19, 1977, with fluorouracil, 500 to 600 
mg given intravenously each week. By late 
February 1978, the patient had noted some 
darkening of the skin over the face, arms, 
and hands and thumb pain had developed 
bilaterally. Thereafter, the patient felt 
pain in the fingertips and observed thick- 
ening of the nail beds of all digits, most 
pronounced in the fingers. Physical exami- 
nation showed thickening throughout the 
distal two thirds of the nail beds and 
hyponychia, with separation distally of the 
nail plates from their nail beds (Figure). 
There was no evidence of jaundice, 
lymphadenopathy, hepatosplenomegaly, 
palpable abdominal masses, alopecia, or 
dermatitis. Fluorouracil was discontinued 
in May 1978 because of tumor progression, 
and mitomycin administration was begun. 


Within one month following the discontin- 
uation of fluorouracil, the pain in the 
fingertips had decreased greatly, although 
the nail bed and nail plate findings were 
unchanged. The patient died of progressive 
gastric carcinoma in August 1978, with 
minimal resolution of the nail-nail be 

changes. An autopsy was not performed. 


COMMENT 


Fluorouracil has been associated 
with several dermatologic side effects. 
Alopecia, dermatitis, and hyperpig- 
mentation of the skin, nail plate, and/ 
or mucous membranes have been 
reported in 2% to 5% of patients 
treated with fluorouracil for systemic 
effect," while local skin irritation, 
hyperpigmentation, and telangiecta- 
sia have been associated with the topi- 
cal application of fluorouracil.*" Pho- 
tosensitivity reactions have been de- 
scribed with both topical fluorouracil 
therapy and fluorouracil used for 
systemic effect and may take the 
form of enhanced sunburn erythema, 





Nail plate-nail bed changes in a 62-year-old woman with gastric carcinoma given 
fluorouracil therapy for systemic effect. 
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increased pigmentation, and polymor- 
phous light eruptions.*" Severe hyper- 
pigmentation of the skin has been 
seen in areas of prior ionizing radia- 
tion’ and has been noted immediately 
overlying the veins used for intrave- 
nous administration of the drug.'^" 
Alopecia of severe degree is unusual 
with fluorouracil used for systemic 
effect, but mild reversible alopecia of 
the scalp, loss of eyebrows, and loss of 
eyelashes are not infrequent. Exten- 
sive erythema of the scalp may 
precede the development of alopecia.’ 

Topical fluorouracil treatment of 
actinic keratoses has been associated 
with an allergic contact dermatitis, 
clearly different from its local irritant 
reaction and not due to the vehicle or 
preservatives added to the topical 
preparation.'^' Fluorouracil adminis- 
tered for systemic effect apparently 
eradicates actinic keratoses via an 
irritant type of dermatitis similar to 
that seen after topical application. 
The irritant dermatitis of fluorouracil 
with either topical sensitization or use 
for systemic effect is almost always 
confined to sun-exposed areas. In 


..contrast, the allergic contact dermati- 


4 tis of topical fluorouracil or the very 


re 


rare allergic reaction to fluorouracil 
used for systemic effect may manifest 
themselves in a generalized maculo- 
papular eruption involving both sun- 
exposed and non-sun-exposed ar- 
egg, !*- 19.74 

Fluorouracil has been applied topi- 
cally to the nails for the treatment of 
warts, psoriasis, and onychoptosis. 
Shelley observed an unusual ease of 
striking but reversible onycholysis in 
a patient treated for paronychial 
warts of the right hand with fluorou- 
racil cream and occlusive dressings.’ 
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Tanenbaum observed subungual sero- 
sanguineous puddling and onycholysis 
following the topical use of fluoroura- 
cil with occlusive dressings for warts 
located around the nails.^ Similar 
findings of subepidermal hemorrhage 
and bulla formation were noted by 
Jaross during treatment of patients 
with periungual and subungual warts 
with the combination of topical and 
intralesional fluorouracil administra- 
tion.^ However, Fredriksson, using 
topical fluorouracil applications with- 
out occlusion of the treatment of 
psoriatic nails, noted local disease 
improvement in 17 of 20 patients 
without these side effects. Interest- 
ingly, four of his patients reported 
tenderness of the proximal nail fold 
during treatment." 

Administration of fluorouracil for 
systemic effect has resulted in loss of 
the nail plate in rare instances’ but, 
more commonly, in transverse mela- 
notic striations and diffuse melanosis 
of the nail plate.’ To our knowledge 
nail plate-nail bed separation has not 
been reported previously after the use 
of fluorouracil for systemic effect. 
While topical application of fluoroura- 
cil to the nails can result in local 
irritation, hyperpigmentation, ony- 
cholysis, and pain, perhaps because of 
drug concentration under the distal 
edge of the nail, it is surprising that 
these effects took place after fluorou- 
racil administration for systemic ef- 
fect. 


Nonproprietary Names and 
Trademarks of Drugs 


Fluorouracil—Efudex, Fluoroplex. 
Mitomycin—Mitocin C, Mutamycin. 
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Sebaceous Carcinoma of the Skin 
With Visceral Metastases 


Donald T. King, MD; Frank M. Hirose, MD; Arnold W. Gurevitch, MD 


e Sebaceous carcinoma is an uncom- 
mon cutaneous malignant neoplasm that 
rarely metastasizes. We report a case in 
which a moderately well-differentiated 
sebaceous carcinoma arising on the ante- 
rior aspect of the chest produced wide- 
spread visceral metastases. This unex- 
pected clinical behavior underscores the 
fact that sebaceous carcinoma of the skin 
can sometimes be very biologically 
aggressive. 

(Arch Dermatol 115:862-863, 1979) 


pagis carcinoma of the skin is 
an uncommon neoplasm from 
which metastasis to visceral organs is 
almost unknown.'? In contrast, seba- 
ceous' carcinoma arising in the eyelids 
from Meibomian glands or glands of 
Zeis is second in frequency only to 
basal cell carcinoma among malignant 
tumors of the eyelids, and its propen- 
sity to spread widely and hence lead to 
death is well documented? We de- 
scribe a patient in whom a moderately 
well-differentiated sebaceous carcino- 
ma arising in the skin of the anterior 
aspect of the thorax displayed an 
unusually aggressive biological behav- 
ior and metastasized to the lungs, 
small intestine, and urinary bladder. 


REPORT OF A CASE 


An elevated and ulcerated mass, 8 em in 
diameter, developed on the left midthorac- 
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ic region of a 56-year-old man. The tumor 
was excised surgically and found to be a 
moderately well-differentiated sebaceous 
carcinoma. There was no evidence of 
metastasis at that time, nor was there a 
recurrence in the primary site. However, 
three years later, multiple mass lesions 
were seen on a chest roentgenogram. 
Although tissue was not obtained from 
these lesions, they were thought to repre- 
sent metastases from the sebaceous carci- 
noma and resolved with radiation therapy. 
Subsequently, chronic melena with severe 
anemia developed, necessitating frequent 
blood transfusions. An abdominal mass 
was noted in the left lower quadrant 





Fig 1.—Sebaceous skin carcinoma origi- 
nating in left midthoracic region (hematox- 
ylin-eosin, original magnification x 250). 


accompanied by constipation and difficulty 
in urination. At laparotomy, sebaceous 
carcinoma metastatic to the distal jejunum 
and dome of the urinary bladder was 
resected. Unfortunately, additional masses 
in the abdomen and left inguinal region 


soon appeared. The patient died approx we 


mately five years after excision of the 
primary tumor and an autopsy was not 
performed. 

Microscopic examination of the primary 
cutaneous lesion disclosed multiple lobules 
of moderately well-differentiated seba- 
ceous carcinoma extending into the deep 
dermis and subcutaneous tissue. The 


peripheral areas of the tumor lobules were 
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Fig 2.—Metastasis of sebaceous skin 


Lu 


carcinoma to submucosa of ileum (hema- ` 


toxylin-eosin, original magnification 


x 150). 
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Fig 3.—Higher magnification of small intestinal metastasis shows clear sebaceous 
differentiation (hematoxylin-eosin, original magnification x 600). 


made up of hyperchromatic germinative- 
type cells with moderate variation in size 
and shape. Scattered mitoses were present. 
The centers of the lobules were occupied by 
readily identifiable sebaceous cells with 
abundant, finely vacuolated, eosinophilic 
cytoplasm and large hyperchromatic nuclei 
(Fig 1). Microscopic sections of the subse- 
quent metastases showed a similar histo- 
logical appearance with prominent and 
indisputable sebaceous differentiation 
(Fig 2 and 3). There were also small foci of 
squamous differentiation within the tumor 
lobules. A Sudan IV stain of the jejunal 
metastasis demonstrated neutral fat with- 
in both the germinative and sebaceous 
cells. 


COMMENT 


Sebaceous carcinoma of the skin is 
suggested clinically by a slow-grow- 
ing, hard, yellow nodule: Men are 
affected predominantly, and the ma- 
lignant neoplasm usually arises on the 
scalp or face (75%), although the trunk 
(15%) and extremities (10%) may also 
be involved.’ This neoplasm most 
often appears after 40 years of age, 
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especially between the years 60 and 
64.° It is primarily a locally invasive 
cancer and only rarely metastasizes 
distantly. For example, in none of the 
six patients with cutaneous sebaceous 
carcinoma reported by Rulon and 
Helwig? did metastatic lesions devel- 
op. However, when metastases do 
occur, regional lymph nodes are prin- 
cipally involved."* The widespread 
visceral metastases that developed in 
our patient occur infrequently in cuta- 
neous sebaceous carcinoma and re- 
semble the dissemination that has 
been substantiated in other adnexal 
malignant neoplasms, such as apo- 
crine and eccrine sweat gland carcino- 
mas.'^" Yet, despite the aggressive 
biological behavior, the primary tu- 
mor as well as the metastases were 
relatively well-differentiated histo- 
logically and contained abundant se- 
baceous cells. Hence, it seems that, in 
the case of differentiated sebaceous 
carcinoma of the skin, there are no 
histological clues that would help iden- 
tify those malignant neoplasms prone 
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to metastasize. This same problem of 
predicting metastatic potential on the 
basis of histological appearance also 
exists for sweat gland carcinomas.” 

The histological diagnosis of seba- 
ceous carcinoma may be difficult. In 
the absence of metastases, such a 
diagnosis is based on the presence of 
recognizable sebaceous cells plus fea- 
tures of malignant tumors, such as 
cellular and nuclear pleomorphism, 
hyperchromasia, and infiltration into 
surrounding stroma.'" 

The microscopic differential diag- 
nosis includes sebaceous adenoma, 
basal cell carcinoma with foci of seba- 
ceous differentiation, squamous cell 
carcinoma with areas of sebaceous 
differentiation, both benign and ma- 
lignant clear cell hidradenoma, malig- 
nant trichilemmoma, metastatic 
clear cell carcinoma of the kidney, and 
balloon cell nevus.?* Some histological 
features that characterize sebaceous 
carcinoma and help separate it from 
these other entities include the ab- 
sence of basal-type cells and the 
presence of foamy rather than clear 
cytoplasm. 

Squamous cell carcinoma with seba- 
ceous differentiation may present a 
partieularly thorny problem for the 
dermatopathologist. Although some 
authors have accepted it as a distinct 
entity,’ others are not convinced of its 
existence. Squamous cell carcinoma 
in which the cells have undergone 
hydropic swelling can be misinter- 
preted as sebaceous cells. A lipid stain 
would certainly resolve this issue. The 
situation may be further confused by 
the presence in some instances, such 
as the present case, of squamous 
differentiation and horn pearls in a 
sebaceous carcinoma. However, the 
diagnosis of sebaceous carcinoma 
should be straightforward when the 
tumor consists largely of irregular 
lobules composed of cells analogous to 
the germinative and transitional cells 
of the normal sebaceous gland, as well 
as mature fat-containing sebaceous 
cells. 


carcinoma. Ann Surg 115:258-266, 1942. 

10. Miller WL: Sweat gland carcinoma: A clin- 
icopathologic problem. Am J Clin Pathol 47:767- 
780, 1967. 

11. Baes H, Suurmond D: Apocrine sweat 
gland carcinoma: Report of a case. Br J Dermatol 
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Cutaneous Melanoma in a 
Patient With Neurofibromatosis 


Michael J. Mastrangelo, MD; Carla E. Goepp, MD; Yogish A. Patel, MD; Wallace H. Clark, Jr, MD 


e Although neurofibromatosis and cu- 
taneous melanoma are both diseases of 
neuroectodermal origin, reports of their 
association are rare. The case history of a 
patient with histologically documented 
neurofibromatosis and a nodular melano- 
ma unrelated to a cafe-au-lait spot or 
congenital nevus is reported, and the liter- 
ature reviewed. The appearance of only 
one patient with neurofibromatosis in a 
series of 900 patients with melanoma 
suggests that these diseases are probably 
.not associated with greater frequency 
than that predicted by chance alone. 

(Afch Dermatol 115:864-865, 1979) 
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IN ut de (von  Reckl- 
inghausen's disease) is a rela- 
tively common syndrome (about one 
per 3,000 births) characterized by the 
development of tumors on the cere- 
brospinal and sympathetie nerves. 
Masson? showed that neurofibromas 
are neuroectodermal in origin. Anoth- 
er common feature of neurofibroma- 
tosis is cutaneous and uveal hyperpig- 
mentation. This association is not 
surprising in that mammalian mela- 
nocytes are also of neuroectodermal 
origin.’ Sarcomatous degeneration of 
neurofibromas is not infrequent.' 
However, reports of melanocytic ma- 
lignancies in association with neurofi- 
bromatosis have been rare. Here we 
report such a case. 


REPORT OF A CASE 


The patient is a 34-year-old man in 
whom multiple subcutaneous nodules de- 
veloped at age 14, and who was diagnosed 
as having neurofibromatosis. The patient’s 
parents, six siblings, and daughter are 
unaffected. A son has neurofibromatosis. 
At the time of this report, the patient 
displayed multiple neurofibromas, cafe-au- 
lait spots, and congenital nevi, but there 
was no axillary freckling. The patient 
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Photomicrograph of melanoma, showing 
large epithelioid melanoma cells and lack 
of intercellular cohesion (hematoxylin- 
eosin, original magnification x 160). 


states that a pigmented lesion was present 
on the right anterior part of his chest for 
the duration of his memory. The lesion was 
initially flat but gradually rose in its en- 
tirety as a plaque. When he was 33 years 
old, the lesion was traumatized. Subse- 
quently, it rose rapidly, bled, and assumed 
the appearance of a dried prune. Excision 
and histologic examination (Figure) re- 
vealed a nodular melanoma of level 4 inva- 
sion and 7.5 mm thickness. The cells were 
epithelioid and pigmented; the host re- 
sponse was lymphocytic but sparse. There 
were no clinical or histological indications 
that the melanoma arose within a cafe- 
au-lait spot. On right axillary lymph node 
dissection, one of 14 nodes contained mela- 
noma. 


COMMENT 


Berblinger^ and Bjorneboe* have 
reported primary melanoma of the’ 
leptomeninges in association with 
neurofibromatosis. Another reported 
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association with melanocytic malig- 
nancies appears to be with those of 
the uveal tract." Macular pigmenta- 
tion (cafe-au-lait spots) is present in 
over 90% of patients with classical 
neurofibromatosis.' There is only one 
case reported of a melanoma arising 
within a cafe-au-lait spot in a patient 
with neurofibromatosis." 

Knight et al” described a patient 
with both neurofibromatosis and mel- 
anoma. The patient had an intestinal 
obstruction that, at laparotomy, was 
demonstrated to be secondary to a 
polypoid deposit of melanoma in the 
small bowel. The primary site was not 
identified. Specifically, a cutaneous 
primary was not present, and there 
was no historical or clinical evidence 
for a regressed cutaneous primary 
melanoma. Rather, the intra-abdomi- 
nal location as the first site of metas- 
tasis suggests that the clinically occult 
primary tumor may have been uveal 
in location. In this series, this was the 
only patient with a melanocytic malig- 
nancy among 44 patients with neuro- 
fibromatosis. 

The case histories of 110 patients 
with  neurofibromatosis were re- 


,-7 viewed by Brasfield and Das Gupta." 
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Six patients (5.4%) also had cutaneous 
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melanoma. In three of these six, the 
melanoma arose within large congen- 
ital nevi, lesions with a high propensi- 
ty for malignant degeneration. The 
authors suggest that the relationship 
between these two diseases is not 
fortuitous. 

In contrast, Crowe and associates' 
recorded no cases of melanocytic 
malignancies among 223 patients with 
neurofibromatosis. This variance in 
the reported frequency of associated 
melanocytic malignancies is most like- 
ly the result of sampling bias. Neuro- 
fibromatosis patients referred to 
large cancer centers'"'' are more like- 
ly to have associated malignancies 
than are those under study by a genet- 
ics unit at a large university hospi- 
tal.’ 

Are neurofibromatosis and melano- 
cytic malignancies associated with 
greater frequency than would be 
expected by chance alone? Although 
neurofibromatosis is common, and 
relatively easily diagnosed, there are 
no large, unbiased populations from 
which the prevalence of melanocytic 
malignancies can be determined. In 
our own experience with 900 melano- 
ma patients, only one case of neurofi- 
bromatosis has been observed. With 
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neurofibromatosis occurring in one in 
3,000 births, this roughly approxi- 
mates what might be expected on the 
basis of chance alone. 

One report suggests that the cafe- 
au-lait spots in neurofibromatosis can 
be distinguished from similar lesions 
occurring in fibrous dysplasia (Al- 
bright's disease) or in normal subjects 
on the basis of the presence of giant 
pigment granules." Although giant 
pigment granules are not always 
found," similar comparative studies 
could improve our understanding of 
the biology of both neurofibromatosis 
and melanoma. At present, there are 
insufficient data to determine wheth- 
er melanomas occurring in individuals 
with neurofibromatosis differ from 
melanomas arising in the general 
population. It is hoped that this report 
will stimulate not only similar case 
reports, but also research into the 
pigmentary disturbance in neurofi- 
bromatosis. 
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Facial Granuloma Annulare 


è Of six cases of granuloma annulare of 
the face, three cases were not associated 
with lesions on the extremities or trunk. 
Histologic examination exhibited typical 
features of granuloma annulare. One 
patient's lesion was a recurrent solitary 
subcutaneous nodule. 

(Arch Dermatol 115:866-868, 1979) 


ranuloma annulare is a chronic 
dermatosis that is characterized 
by skin-colored, 1- to 3-mm, firm, 
intradermal papules that may be 
discrete or may be arranged in an 
annular configuration. They are found 
most commonly on the hands and feet. 
Often, several lesions are present but 
there may be only one papule or 
nodule. An unusual variant is the 
generalized form, with multiple, 
small, discrete papules that rarely 
may become confluent. Other rare 
types include perforating granuloma 
annulare with umbilicated lesions and 
the subcutaneous form. 

In this article, the clinical and histo- 
logie findings of six patients with 
facial granuloma annulare are de- 
scribed. According to one major text- 
book, the face is almost never 
affected and the scalp is only rarely 
the site of granuloma annulare. In a 
study of 208 patients by Wells and 
smith,' 68% of patients had involve- 
ment of the hands and arms; 20%, the 
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Ralph J. Coskey, MD 


feet and legs; 7%, hands, feet, arms, 
and legs; 5%, trunk involvement only; 
and the trunk and other sites were 
involved in 5% of patients. 


PATIENTS 


In a review of my office records of 60 
patients with granuloma annulare, there 
were six who had facial lesions. Five of 
these patients were male and one was 
female; they ranged in age from 7 to 21 
years. Three patients had lesions on the 
extremities in addition to the face. The 
facial lesions occurred as single or multiple, 
discrete, smooth-surfaced, skin-colored to 
pink nodules, 0.25 to 0.5 em in diameter, or 
as cireular plaques composed of discrete 


Fig 1.—Papular 
annulare on left lower eyelid. 


lesions of granuloma 


Fig 2.—Granuloma annulare on left ear. 





and confluent papules and nodules. Pa- 
tients had one or several lesions on the face 
(Fig 1 and 2). In one case, a recurrent 
subeutaneous forehead lesion was the only 
lesion present. : 

Differential diagnoses included granulo- ——, 
ma annulare, molluseum contagiosum, sy- 
ringoma, trichoepithelioma, basal cell epi- 
thelioma, and Miescher's granuloma. In the 4 
case of the subcutaneous lesion on the face, 
an atypical rheumatoid nodule or epider- 
moid cyst had to be ruled out. 

The patients were observed for periods 
ranging from one to 16 years. Individual 
lesions persisted for months to years. In 
some cases they resolved with cryotherapy 
or intralesional corticosteroid administra- 
tion, but would recur at a new site. Facial 
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Fig 3.—Biopsy specimen from patient in Fig 1, showing areas of Fig 4.—Biopsy specimen from patient in Fig 2, showing palisading 
necrobiosis surrounded by palisading of histiocytes and lympho- granuloma with focus of epithelioid cells and giant cell in lower 
cytes (hematoxylin-eosin, x 180). left corner (hematoxylin-eosin, x 180). 

Fig 5.—Subcutaneous granuloma annulare from patient's forehead (hematoxylin-eosin, lesions did not come and go at the same 
x 180). intervals as lesions on the extremities. 


HISTOPATHOLOGIC FINDINGS 


Histologie changes showed well- 
defined areas of necrobiosis of collag- 
enous tissue in the dermis, surrounded 
by palisading of histiocytes and lym- 
phocytes. There also were lobules of 
epithelioid cells and multinucleated 







d giant cells surrounding the necrobiotic 
£ areas (Fig 3 and 4). The one case of 


subcutaneous granuloma  annulare 
showed granulomatous reaction ex- 
e Raves ease tending to the level of skeletal muscle 
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COMMENT 


Lesions of granuloma annulare may 
be seen on the face and may be either 
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M intradermal or subeutaneous. They 
f can be multiple or solitary and may or 
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syringoma, papular mucinosis, basal 
cell epithelioma, molluscum contagio- 
sum, Miescher's granuloma of the 
face, and atypical necrobiosis lipoidi- 
ca. Differential diagnosis of the 
subeutaneous lesions would include 
epidermoid cyst, neurofibroma, rheu- 
matoid nodule, and pilomatrixoma. 
Various conditions considered in the 
differential diagnoses can be ruled out 
by histopathologie examination of a 
biopsy specimen. 

Deep lesions of granuloma annulare 
on the eyelids and periorbital area of 
children and young adults have been 
reported as pseudorheumatoid nod- 
ules of the ocular adnexa or subcuta- 
neous granuloma annulare, by various 
authors.'* They have most often been 
diagnosed clinically as epidermoid 
eysts. They are usually solitary, but 
may be multiple. Histologically, the 
lesions resemble rheumatoid nodules 
or deep granuloma annulare and are 
not associated with rheumatoid ar- 
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thritis or rheumatic fever. 

The etiology of granuloma annulare 
is not known. However, trauma, 
insect bites, sunlight exposure,’ dia- 
betes," and hereditary factors have 
all been implicated. 

Recent studies have indicated that 
immunoglobulin-mediated vasculitis 
may be involved in the pathogenesis 
of granuloma annulare. Thus, Dahl et 
al," in six of 20 patients, found IgM in 
the wall of blood vessels of the 
involved skin. There was also C3 pres- 
ent in the blood vessel wall in ten of 20 
patients. The necrobiotie areas con- 
tained fibrinogen. A retrospective 
study of 38 biopsy specimens of other 
patients showed blood vessel wall 
thickening and necrosis, fibrinoid de- 
posits, vascular occlusion, and deposi- 
tion of nuclear dust. 

Umbert and Winkelmann” found 
focal deposition of fibrin in 11 cases of 
granuloma annulare. This material 
was present in both the granulomas 
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and necrobiotie areas, implicating a 
cellular mechanism of delayed hyper- 
sensitivity with focal involvement of 
the clotting system. The same au- 
thors'’ also found circulating lympho- 
kines (macrophage migration inhibi- 
tion factor) in 11 of 14 cases of granu- 
loma annulare. Similar substances 
were also found in nine of ten cases of 
sarcoidosis, and in five cases they 
found that sarcoidosis and granuloma 
annulare coexisted, again implicating 
delayed hypersensitivity reactions as 
possible etiologic factors in granuloma 
annulare. Other studies,"'^ at the 
ultrastruetural level, have also indi- 
cated that delayed hypersensitivity 
reactions may be responsible for this 
disease. 


Amir H. Mehregan, MD, and Henry G. Bryan, 
MD, assisted with the manuscript preparation. 
Dr Mehregan also assisted in the interpretation 
of the histopathologic findings. 


in granuloma annulare: Histopathology and 
direct immunofluorescence. Arch Dermatol 
113:463-467, 1977. 

12. Umbert P, Winkelmann RK: Granuloma 
annulare: Direct immunofluoreseence study. Br J 
Dermatol 95:487-492, 1976. 

13. Umbert P, Winkelmann RK: Granuloma 
annulare and sarcoidosis. Br J Dermatol 97:481- 
486, 1977. 

14. Umbert P, Winkelmann RK: Histologic 
ultrastructural and histochemical studies of 
granuloma annulare. Arch Dermatol 113:1681- 
1686, 1977. 

15. Charles CR, Johnson BL, Damm SR: Gran- 
uloma annulare. Jnt J Dermatol 15:655-665, 
1976. 


Granuloma Annulare—Coskey 


Ua 


[S 


Chronic Papular Dermatitis of the 


Scrotum due to Schistosoma mansona 


Robert R. Walther, MD 


€ A 17-year-old boy with chronic pap- 
ules of the scrotum showed no improve- 
ment after topical therapy. A skin biopsy 
specimen showed Schistosoma mansoni 
eggs. No evidence of bladder or bowel 
involvement was found. No treatment is 
necessary for schistosomal infections 
without severe symptoms or excessive 
egg production. 

(Arch Dermatol 115:869-870, 1979) 


M”: than 200 million people are 
infected by three major schis- 
tosomes parasitic to man. More than 
70 million people are infected with 
Schistosoma mansoni, the only species 
endemic in the New World.' Infection 
with S mansoni is most often asymp- 
tomatie, but a large number of 
infected persons have hematuria or 
hematochezia. Dermatologic com- 
plaints are uncommon. 

Torres’ and Wood et al’ reviewed 
the possible skin findings of schistoso- 
mal infections. Different patterns of 
skin lesions are seen. Systemic infec- 
tion requires exposure to a human 
pathogenic schistosome in the free- 
swimming cercarial stage. The cercar- 
iae burrow through the skin into the 
venous system and migrate to the 
venous plexuses to mature. This initial 
penetration is accompanied by a 
pruritic dermatitis (swimmer’s itch) 
that can also be seen with nonpatho- 
genic schistosomes that are destroyed 
before entering the venous plexuses. 
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Several weeks after penetration, 
the schistosomes mature and release 
eggs. An allergie reaction to this 
foreign protein can range from unno- 
ticed mild urticaria to a severe 
serum-sickness-like syndrome with 
fever, adenopathy, arthralgias, and 
angioedema, as seen with S japoni- 
cum (Katayama syndrome). In occa- 
sional patients cutaneous granulomas 
develop around eggs deposited in the 
skin either adjacent to vessels in 
which the adult worm usually resides 
or, very rarely, in an ectopic site 
where an ovum has been carried 
through a communicating venous sys- 
tem or an arteriovenous anastomosis. 
These granulomas are analogous to 
those seen in other organs, eg, liver, 
brain, and lung. 


REPORT OF A CASE 


A 17-year-old boy complained of an 
asymptomatic rash on his scrotum for 
several weeks. He said the rash appeared 
as red bumps that, over several weeks, 
turned brown and then disappeared with 
new lesions appearing in different loca- 
tions on the scrotum. He noted no similar 
lesions elsewhere on his body. Proper medi- 
cal history included removal of a mixed 
testicular tumor (teratocarcinoma and cho- 
riocarcinoma) one year earlier and a more 
recent groin rash that resolved with tolnaf- 
tate therapy. While 12 to 14 years old he 
lived in Puerto Rico and swam in freshwa- 
ter streams. He denied any episodes of 
urticaria or generalized pruritus after 
swimming. His mother was treated for 
gastrointestinal parasites in the past. 

Physical examination showed erythema- 
tous papules on the upper portion of the 
scrotum and brawny papules, some with 
dark brown dots, on the lower aspect of the 
scrotum (Fig 1). He was treated topically 
with hydrocortisone cream for one week. 





Fig 1.—Papules of scrotum. 





Fig 2.—Ovum with lateral spine character- 
istic of Schistosoma mansoni (hematoxy- 
lin-eosin, original magnification x 100). 
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New lesions appeared and others re- 
solved. 

Shave biopsies of an erythematous and a 
brawny papule were performed (Fig 2). 
The epidermis was normal. Within the 
dermis there was a partially granuloma- 
tous infiltrate surrounding foci of ova, 
some with lateral spines, characteristic of S 
mansoni. A Fite stain showed positive 
acid-fast material around the ova. 

Laboratory studies performed after the 
biopsy results were reported showed the 
following: hemoglobin level, 15.1 g/dL; 
WBC count, 7,600/cu mm, without eosino- 
phils; urinalysis, normal; ESR, 2 mm/hr 
(Westergren); and no ova or parasites in 
stools or urine on three examinations. 
Rectal mucosa snip showed no ova. A 
review of the patient’s testicular tumor 
material showed no evidence of schisto- 
somes. 

Since the patient was asymptomatic and 
showed no evidence of eggs in his urine or 
stool, no further treatment was offered. 
One year later, he still notes an occasional 
papule on the scrotum. 


COMMENT 


In a recent report of 1,056 people 
with S mansoni studied in Puerto 
Rico, 32.7% were infected with this 
parasite, but no skin lesions were 
mentioned.* An older study, also done 
in Puerto Rico, did not mention 
chronic skin lesions. Reports of skin 
granulomas due to S mansoni in the 
Western hemisphere are few. Torres 
described one patient with abdominal 
lesions and two patients with perianal 
polypoid masses." Wood et al reported 
thoracic papules accompanying spinal 
cord involvement.’ Convit and Reyes 
reported lesions of the trunk and the 
axilla. The only other case of cuta- 
neous granulomas of the scrotum 
from S mansoni was reported by 
Chaves and Figuereido in 1965.’ They 
described a 17-year-old Brazilian boy 
with a six-month history of pruritic 
papules, nodules, and an ulcer of the 
scrotum. Skin biopsy and fecal exami- 
nation disclosed S mansoni ova. The 
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skin lesions resolved after treatment 
with antimony compounds. 

In reports from Africa, however, 
chronic cutaneous lesions of schisto- 
somiasis are mentioned more fre- 
quently.*'* The reason for this higher 
incidence in reports from Africa is 
probably related to both parasite and 
host. Schistosoma haematobium is the 
usual species found in the cutaneous 
lesions. This may be due in part to the 
much greater production of eggs by S 
haematobium than by S mansoni. 
Schistosoma haematobium is also 
usually found in the more superficial 
hemorrhoidal and vesicular plexuses, 
while S mansoni is found in the deep- 
er mesenteric plexuses.'* It is possible 
that racial susceptibility to cutaneous 
schistosomiasis is different. Racial 
studies have not been well reported 
from Africa. In Brazil, though, Prata 
has shown that, while blacks have the 
same prevalance and egg counts as 
nonblacks, they have far less hepa- 
tosplenie schistosomiasis and fibro- 
sis. Additionally, individual reactivi- 
ty to the schistosome varies. Ramos 
studied normal-appearing skin at au- 
topsy of 61 cadavers with known schis- 
tosomiasis; 7596 had ova in the skin 
without surrounding tissue  reac- 
tion." 

The patient described herein was 
unusual because genital involvement 
of the skin with S mansoni is rare. 
That it is S mansoni is confirmed by 
the New World exposure, lateral 
spines on the ova, and positive acid- 
fast staining." Of concern was the 
possibility of schistosomiasis being 
related to his cancer and the need for 
treatment. El-Zawahry reported car- 
cinomas of the bladder, prostate, and 
bowel in young people with schisto- 
somiasis." Ramos reported squamous 
cell carcinomas that developed in 16% 
of 102 patients following cutaneous 
schistosomiasis.? These reports lack 
controls, as more recently shown by 
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Elsebai," who reported an increased 
incidence of bladder carcinoma in 
Egyptian men with schistosomiasis; 
however, he warned against assuming 
a direct link between the two, since 
these men also were highly exposed to 
nitrosamines in the fertilizers used in 
the local agricultural fields. There was 
no evidence of schistosomes in my 
patient's testicular malignant neo- 
plasm. 

Schistosomiasis has been treated 
with a large number of drugs, none 
yielding completely satisfactory re- 
sults. Drugs used to kill the helminth 
or to prevent the release of ova are not 
always effective and have a relatively 
high incidence of gastrointestinal 
tract and neurologic toxicity. Since 
individual resistance is so important 
in the course of infection, only 
patients with serious symptoms and 
excessive egg production are 
treated.*'"'* The patient described 
herein had minimal signs and no 
evidence of viable ova; consequently 
no treatment was given. While under 
observation, he has had a decreasing 
number of skin lesions. A possible 
explanation for his unusual skin find- 
ing is the vessel manipulation during 
his surgery for carcinoma, leading to 
unusual anastomoses and migration 
of ova to an uncommon location. 

It is important to be aware of the 
possibility of chronic cutaneous schis- 
tomiasis. While this condition is not 
easy to diagnose and treatment is not 
always necessary, correct diagnosis 
may be important for evaluation of 
other systemic symptoms. A long- 
term follow-up for malignant change 
may still be indicated as long as 
lesions persist. 
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A Distinetive Variant 
Paul G. Hazen, MD, Ali Askari, MD 


€ Two patients had a distinctive variant 
of localized scleroderma. Both have a 
history of sclerodermatous changes of the 
skin over the face developing relatively 
late in life and accompanied by hair loss, 
cutaneous calcification, and prominent 
beaking of the nose. A striking lack of 
systemic involvement also was noted. 

(Arch Dermatol 115:871-872, 1979) 


ogni remains a disease of 
unknown cause with varied cuta- 
neous manifestations. Multiple clas- 
sifications have attempted to separate 
the different presentations into spe- 
cific syndromes in hopes of identi- 
fying either useful therapies or accu- 
rate prognoses. We report an addi- 
tional, distinctive variant of scleroder- 
ma, one associated with a benign, 
although disfiguring, prognosis. 


REPORT OF CASES 


Case 1.—In 1976, an 83-year-old woman 
had a 15-year history of tightening of the 
skin over the face and scalp and a two-year 
history of calcinosis in the affected areas. 
The areas of cutaneous calcification had 
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Fig 1.—Scarring alopecia of anterior 
aspect of scalp, prominent beaking of 
nose, and preauricular ulcerations (case 


1). 
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-= .Cutaneous Calcinosis 


developed superficial ulcerations, and frag- 
ments of calcium could be extracted easi- 
ly. 

Physical examination showed sclerosis of 
the skin over the cheeks and scalp with 
rock-hard deposits beneath the skin over 
the zygomas and preauricular areas. There 
was cicatricial alopecia of the anterior 
aspect of the scalp and prominent beaking 
of the nose (Fig 1). Multiple superficial 
erosions were present in the preauricular 
areas with several extrusions of calcium 
present and erythema and telangiectasias 
surrounding the ulcers (Fig 2). Findings 
from the remainder of the physical exami- 
nation were within normal limits. 

Laboratory investigations including 
complete blood cell count, liver function 
tests, antinuclear antibody (ANA) deter- 
minations, urinary porphyrins, lupus ery- 
thematosus preparation, latex fixation 
test, VDRL test for syphilis, serum comple- 
ment, serum calcium and phosphorus 
levels, BUN and creatinine values were 
within normal limits. Chest x-ray film, 
upper and lower gastrointestinal x-ray 
films, an oral cholecystogram, and intra- 
venous pyelogram were normal. A skin 
biopsy specimen from the arm was 
normal. 

New areas of erythema and induration 
over the malar prominences were noted in 
May 1977, and 200 mg/day of hydroxychlo- 
roquine sulfate was prescribed. She has 
since noted resolution of the cheek lesions 
and healing of many of the previously 
ulcerated areas. 

CASE 2.—A 65-year-old man was seen in 
January 1976 with a 20-year history of 
tightening of the skin over the scalp and 
face. He also described small nodular 
growths over the zygomatic areas. He 





Fig 2.—Close-up of preauricular ulcera- 
tions (case 1). 


denied Raynaud's phenomenon, photosen- 
sitivity, dysphagia, muscle weakness, and 
any skin change or tightening of his 
hands. 

Physical examination disclosed atrophic 
skin with hypopigmentation and hyperpig- 
mentation extending from the upper lips to 
the posterior area of the scalp (Fig 3). 
Small areas of calcification were palpable 
around the zygomatic arches. There was 
prominent beaking of the nose and hair 
loss from the anterior aspect of the scalp. 
Skin from the hands and other areas of the 
body was normal. 

Laboratory determinations including 
ESR, complete blood cell count, urinalysis, 
and blood chemistry studies were normal. 
Results of ANA, rheumatoid factor, uri- 
nary porphyrin, and serum protein deter- 
minations, immunoelectrophoresis, barium 
swallow, upper and lower gastrointestinal 
x-ray films, oral cholecystogram, and intra- 
venous pyelogram were within normal 
limits. Skull x-ray films showed distinct 
areas of calcinosis limited to the zygomatic 
arches (Fig 4). A skin biopsy sample from 
the forearm was unremarkable. 

In January 1977, superficial ulcerations 
developed in the areas of cutaneous calcifi- 
cation. These ulcerations progressed to 
3 x 4cm in diameter by July 1977, at which 
time the patient was treated locally with 
zinc oxide ointment. The ulcers did not 
enlarge, and by January 1978, some healing 
was evident. 


COMMENT 


Scleroderma has been categorized 
generally into cutaneous and systemic 
forms. Subvarieties of each also have 
been described. Although progression 
from exclusively cutaneous disease 
has been described,’ it is exceedingly 
rare. Since no meaningful systemic 
manifestations of scleroderma were 
found, our patients appear to repre- 
sent a distinctive variant of cutaneous 
scleroderma. 

In 1956, Christianson et al re- 
viewed the clinical manifestations of 
235 patients with localized scleroder- 
ma. They were able to define three 
clinical subpopulations: morphea, lin- 
ear scleroderma, and hemiatrophy. 





Fig 3.—Beaking of nose, alopecia of ante- 
rior aspect of scalp, and preauricular 
ulcers (case 2). 
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Fig 4.—Skull x-ray film shows cutaneous 
calcifications over zygoma (case 2). 


Although it has been 23 years since 
that publication, the interrelation- 
ships among these types and the 
mechanisms of origin of each remain 
obseure. Also, it remains difficult 
frequently to predict the course of 
disease in individual patients. It 
would, therefore, be desirable to be 
able to identify further the specific 
forms of scleroderma, not only to give 
prognostic guidelines, but also to 
understand the disease(s) further. 

The three forms of exclusively cuta- 
neous scleroderma share several fea- 
tures. All three are more common in 
women, with a ratio of roughly 3:1, 
and all usually appear before the age 
of 40 years (although approximately 
6% of cases may occur in patients over 
the age of 60 years). However, 
frequency and pattern of facial 
involvement differ greatly between 
these types. Linear and morphea 
types are not uncommon on the face 
but are rarely as symmetrical or as 
extensive as our patients’ diseases. 
Disseminated morphea, while it is 
often extensive, is exceptionally un- 
common on the face. Our patients, 
therefore, do not appear to fit easily 
into any of the three previously 
described subtypes of localized scle- 
roderma. 

Our patients share a number of 
clinical manifestations: both of their 
‘diseases began relatively late in life; 
both patients had sclerodermatous 
involvement of preauricular areas, 
development of progressive calcifica- 
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tion in the sclerotic skin with ultimate 
skin breakdown and extrusion of 
calcium, manifestations of a beaked, 
almost progeric, appearance to the 
nose, and both experienced profound 
hair loss in the involved areas. While 
hair loss and destruction of adnexal 
structures is not uncommon in local- 
ized scleroderma, the distribution, age 
of onset, extensiveness, and subse- 
quent calcification in these patients 
make them unique. 

Patients with progressive systemic 
sclerosis (PSS) may have many of the 
features described in our patients: 
progressive sclerosis of the skin with 
destruction of adnexal structures, a 
beaked nose, and tissue calcification. 
However, other features of PSS were 
absent: Raynaud’s phenomenon; 
esophageal dysfunction; heart, lung, 
gastrointestinal or kidney disease; 
and generalized sclerosis of the skin. 

Tissue calcification has been re- 
ported in a number of disease states 
and generally can be classified as (1) 
primary, (2) metastatic, or (8) dys- 
trophic forms. All can occur around 
the face. Primary cutaneous calcinosis 
refers to localized cutaneous calcinosis 
that occurs without preceding inflam- 
mation or injury. Examples are calci- 
nosis circumscriptum and calcinosis 
universalis. Metastatic calcification 
occurs when an excess of blood 
calcium results in calcium salts being 
deposited in skin. It is particularly 
common in hyperparathyroidism and 
hypervitaminosis.” Endocrinologic 
evaluation in our patients yielded 
findings within normal limits and the 
clinical picture was not consistent 
with calcinosis cireumscriptum or uni- 
versalis. 

Our patients probably represent 
examples of the third form of cuta- 
neous calcification, ie, dystrophic cal- 
cification, which refers to disease 
associated with dead or dying tissues 
or calcification at the sites of substan- 
tial tissue inflammation. It often can 
be seen around the face. For example, 
phleboliths (calcified thrombi) may be 
seen in vascular spaces around the jaw 
either in cavernous hemangiomas or 
in arteriosclerotic vessels.? Also, cysts 
or cysticerci of the tapeworm may 
undergo calcification after death of 
the larvae. Similar calcification may 
appear as a sequela to fat ischemia 
and necrosis in dermofat grafts,‘ in 
scars of healed acne vulgaris, or in 
sun-exposed areas in patients with 
porphyria cutanea tarda.* Processes in 
which prominent tissue inflammation 
occurs without tissue necrosis may 
also progress to calcification. In myo- 
sitis ossificans, for example, bone 
formation takes place in muscle struc- 
tures as a result of continued trauma 


n e 


followed by edema and inflammation.’ 
Our patients probably represent 
another process wherein tissue in- 
flammation ultimately results in cal- 


cification with accompanying destruc- 


tion of adjacent structures. 

Recently, Lawley et al’ and others‘ 
have reported cutaneous scleroderma- 
tous changes in patients with chronic 
graft-vs-host reactions. In addition, 
Fleischmajer et al* have reported a 
prominent number of T and B 
lymphocytes around blood vessels in 
patients with PSS as well as localized 
scleroderma. They hypothesized a 
sequence of events in cutaneous 
lesions such that (1) T and B cells are 
attracted to the affected areas; (2) T 
cells become activated to produce 
lymphokines; (3) fibroblasts are al- 
tered to deposit excess collagen; (4) 
endothelial cells are damaged to allow 
further interaction with extravascular 
tissue and inflammatory cells. This 
sequence, while still hypothetical, may 
also explain the subsequent calcifica- 
tion, since, as indicated, calcification 
may occur in areas of degenerating 
cells or inflammation. 

In summary, two patients with 
uncommon cutaneous manifestations 
of scleroderma, in which elderly 
patients have symmetrical sclerosis 
confined to the face and anterior 
aspect of the scalp associated with 
tissue calcification and destruction of 
adnexal structures, had an overall 
good prognosis for survival. A favor- 
able response to hydroxychloroquine 
sulfate in one patient and to topically 
applied zinc oxide paste in the other 
patient also was noted. 


Critical review of the manuscript was done by 
David Bickers, MD. Preparation assistance was 
given by Jane Shantery and Anne LaGania. 
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Erythema Chronicum Migrans With Purpura 


and Polymorphonuclear Infiltrates 


Gary P. Gross, MD; Philip H. Cooper, MD; Clyde Nolan, MD 


€ Erythema chronicum migrans with an 
intensely purpuric border developed in a 
70-year-old woman. A biopsy specimen, 
in addition to showing the usual perivas- 
cular mononuclear infiltrate, demon- 


E rythema — chronicum migrans 
(ECM), an unusual reaction of- 
ten secondary to an arthropod bite, is 
characterized by a round papule that 
expands peripherally to form a palpa- 
ble, erythematous ring with central 
clearing. Typically, the histologic pic- 
ture is characterized by minimal peri- 
vascular lymphocytic infiltrate, slight 
vascular dilation, and no meaningful 
epidermal change.' The following case 
demonstrates unusual clinical and his- 
tologic features. 


REPORT OF A CASE 


A healthy-appearing 70-year-old woman 
was seen for evaluation of a lesion on the 
left leg at the site of a tick bite that had 
occurred eight weeks previously. Two 
weeks following the bite, an erythematous 
papule developed. An annular lesion rap- 
idly evolved and enlarged at the rate of 
approximately 1 em every two or three 
days. There were no systemic symptoms. 
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strated numerous  polymorphonuclear 
leukocytes associated with leukocytocla- 
sis. Immunofluorescence study showed 
vascular deposition of IgM and C3. 
(Arch Dermatol 115:873-874, 1979) 


The patient denied travel outside of central 
Virginia. ‘wa 

When first examined, the patient had a 
20 x 20-em, slightly irregular, annular, 
nontender lesion on the tibial surface of 
the left leg. The border of the lesion 
consisted of a circular wall, approximately 
1 cm wide, that was elevated, erythema- 
tous, and distinctly purpuric. The border 
was surrounded by 2 to 3 mm of intense 
erythema. Centrally, brownish hyperpig- 
mentation without erythema or purpura 
was present (Fig 1). 

Two biopsy specimens from the elevated 
border of the skin lesion showed a dense 





lesion on 


Fig 1.—Annular 
purpuric border and central hyperpigmen- 
tation. 


leg shows 


dermal infiltrate (Fig 2). There were 
patchy mononuclear cell infiltrates at all 
levels of the dermis. In addition, there was 
a dense neutrophilic infiltrate in the upper 
one third of the dermis, not noticeably 
concentrated about blood vessels. Some 
leukocytoclasis was associated with the 





Fig 2.—Dense infiltrate composed primari- 
ly of neutrophils is present in dermis (he- 
matoxylin-eosin, 
x 100). 


original magnification 





Fig 3.—Dermal blood vessels show endo- 
thelial swelling. Intact neutrophils “and . 
erythrocytes are present in walls (he- 
matoxylin-eosin, original magnification 
x 400). 
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neutrophilic infiltrate, both in the dermis 
and immediately adjacent to blood ves- 
sels. 

Intact neutrophils and erythrocytes were 
present in the blood vessel walls. Fibrinoid 
change was not present (Fig 3). Immuno- 
fluorescence studies showed deposition of 
IgM and C8 in vessel walls in the upper 
dermis. Immunofluorescent staining with 
` specific antibody directed against Rickett- 
sia rickettsiae was negative. Cultures of 
the biopsy specimen for bacteria and rick- 
ettsiae were negative. The blood cell count 
was normal. A negative Weil-Felix test 
result (two specimens ten days apart) was 
documented. 

The patient was given penicillin V, 250 
mg by mouth, four times a day, and within 
two days noted a decrease in the intensity 
of the erythema. Ten days later only 
brownish hyperpigmentation remained, 
which continued to fade over the next three 
months. 


COMMENT 


This patient demonstrated typical 
features of ECM including (1) history 
of tick bite, (2) expanding annular 
eruption with central clearing, and (3) 
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rapid response to penicillin. The 
presence of a predominantly polymor- 
phonuclear infiltrate and the vascular 
deposition of IgM and complement 
have not been noted previously. 
Inereased serum IgM, decreased C3 
and C4, and cryoprecipitates have 
been noted, however, in ECM asso- 
ciated with Lyme arthritis.^? Pete- 
chiae have been observed in lesions of 
ECM but more intense purpura rare- 
ly has been reported. Initially, we 
attributed the purpura to the effects 
of dependency, but multiple prior 
reports of ECM on the lower extremi- 
ty have not described purpura. The 
biopsy suggested bacterial infection, 
acute febrile neutrophilie dermatosis, 
and possibly leukocytoclastic vasculi- 
tis. The negative bacterial culture, the 
absence of systemic symptoms, and 
the clinical features and evolution of 
the eruption, however, were not 
consistent with any of these entities. 
The immunofluorescence findings, al- 
though compatible with vasculitis, 
were nonspecific and did not prove an 


immunologic mechanism. 

This patient with ECM thus demon- 
strated the previously unreported 
findings of prominent polymorphonu- 
clear dermal infiltrates and deposition 
of immunoglobulin in vascular walls in 
association with the rare finding of 


purpura. 


Color costs were paid by Westwood Pharma- 
ceuticals Inc, Buffalo, NY. 
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Unilateral, Linear, Zosteriform Epidermal 
Nevus With Acantholytic Dyskeratosis 


John W. Demetree, MD; Pearon G. Lang, MD; Jane T. St. Clair, MS 


è An infant has a nevus unius lateris 
with the histopathologic condition of 
acantholytic dyskeratosis. Similar cases 
have, in the past, been classified as uni- 
lateral Darier's disease. Since it is now 
recognized that the pathologic changes of 
acantholytic dyskeratosis are not specific 
for a given disease entity, we believe ihe 
concept of unilateral keratosis follicularis 
deserves reevaluation. 

(Arch Dermatol 115:875-877, 1979) 


he presence of acantholysis with 
grain cells and corps ronds often 
leads to a histopathologic diagnosis of 
Darier's disease, even though these 
changes may be found in other clinical 
entities. Darier, in discussing kerato- 
sis follieularis, noted that there were 
some patients who had a unilateral 
distribution of lesions. Since then, 
there have been a number of case 
reports of unilateral or zosteriform 
Darier's disease."" Although its de- 
layed onset, nongenetie nature, and 
atypieal presentation appear to set 
this localized form apart from the 
more extensive Darier's disease, the 
term "unilateral keratosis follicularis" 
has persisted in the literature. 
A biopsy specimen of the lesions of 
a newborn infant with a classic exam- 
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ple of a nevus unius lateris showed the 
histopathologic changes of acantholyt- 
ie dyskeratosis. This prompted us to 
review the case reports of unilateral 
Darier's disease. Consequently, we 
believe that the disease unilateral 
keratosis follieularis deserves reeval- 
uation to determine whether or not it 
is a distinct clinical entity. 


REPORT OF A CASE 


The patient, a 3-month-old black male 
infant, was the product of an uncompli- 
cated pregnancy and normal spontaneous 
vaginal delivery. Birth weight at approxi- 
mately 37 weeks into gestation was 2,250 g. 
On the second day of life, the mother noted 
a slightly raised erythematous rash begin- 
ning on the extensor surface of the left 
forearm and extending over the left 
shoulder to the left lumbar area. During 
the next three months, the lesions became 
more verrucose. 

There was no known family history of 
similar skin lesions. The mother, however, 
had soft, dark brown  papulonodular 
growths over the right side of the lower 
part of her back that had been present for 
as long as she or her mother could remem- 
ber. The infant's mother had seven 
siblings, none of whom had cutaneous 
lesions. 

Physical examination revealed a well- 
nourished, healthy, and active infant 
whose physical abnormalities were limited 
to the skin. There was no evidence of 
skeletal abnormality or abnormality of the 
CNS. The patient's cutaneous lesions mea- 
sured 42 cm in length, extending from the 
dorsum of his left hand, along the arm to 
the posterior part of the left shoulder, and 
down the trunk to the left side of the 
lumbar area (Fig 1 and 2). The lesions did 
not involve the palm, nor did they cross the 


vertical midline at any point. 

On the forearm and arm, the anomaly 
consisted of three linear, noncontiguous, 
gray-brown verrucose growths (Fig 3). 
Their width varied, averaging less than 1 
cm. The nevus over the posterior part of 
the left shoulder and down the left side of 
the back assumed a zosteriform configura- 
tion and a uniform light brown color with a 
lichenoid appearance. There was a gradual 
decrease in the verrucose appearance of 
the lesions from the left arm to the left side 
of the lumbar region. On the back, individ- 
ual plaques measured 2 to 3 cm in length. 

The lesions in the patient's mother were 
located just above her right buttock (Fig 4), 
and they consisted of 12 soft, dark brown 
plaques. The overall configuration was 
roughly zosteriform and measured 7 cm in 
length. 

The patient and his mother came to the 
Grady Memorial Hospital Dermatology 
Clinie in July 1978. An epidermal nevus 
was diagnosed in both the mother and the 
son. A 4-mm punch biopsy specimen from 
the verrucose area on the surface over the 
extensor area of the patient's left wrist 
was taken on the inital visit, and one week 
later, two additional 4-mm punch biopsy 
specimens were taken from the patient's 
left arm and the left side of the lumbar 
area. A biopsy of a representative plaque 
on the right side of the lower part of the 
mother's back was also done at that time. 


HISTOPATHOLOGY 


All biopsy specimens were stained with 
hematoxylin-eosin. The patient's three 
biopsy specimens showed similar histo- 
pathologic changes of acantholytic dysker- 
atosis (Fig 5). Hyperkeratosis and irregy- . 
lar acanthosis were present in all three. 
biopsy specimens, but were most pro- 
nounced in the specimen taken from the 
distal part of the left arm. Clinically, this 
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cose lesions on back. 








Fig 3.—Linear verrucose lesions on left 
forearm. 


Fig 4.—Zosteriform grouping of brown eis * ge Rio 
papillomatous plaques on lower part of 


mother’s back. 
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Fig 1.—Parallel, linear, verrucose bands 
extending from dorsum of hand to shoul- 


Fig 2.—Zosteriform distribution of verru- 
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Fig 5.—Biopsy specimen from dorsum of patient's hand 
showing hyperkeratosis, irregular acanthosis, and supra- 
basal acantholysis (hematoxylin-eosin, original magnifica- 
tion x 211). 
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Fig 6.—Close-up of Fig 5 showing suprabasal acantholysis result- 
ing in lacunae. There are numerous dyskeratotic cells (hematox- 
ylin-eosin, original magnification X 540). 


Fig 7.—Biopsy specimen of mother's lesions showing 
hyperkeratosis and irregular acanthosis. No acantholysis 
or dyskeratosis is present (hematoxylin-eosin, original 
magnification x 211). 
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was the area with the most verrucose 
appearance. All three biopsy specimens 
showed marked acantholysis, without any 
evidence of epidermolysis. Acantholysis 
was most prominent in the suprabasal 
region, but extended into the upper part of 
the epidermis (Fig 6). The suprabasal acan- 
tholysis resulted in numerous lacunae and 
irregularly shaped villi. Dyskeratosis was 
marked in all three biopsy specimens, 
along with corps ronds and numerous 
grains. There was a very mild chronic 
inflammatory infiltrate in the upper part 
of the dermis. 

The biopsy specimen from the mother's 
lesions showed characteristies that were 
most similar to those of an epidermal nevus 
(Fig 7). The epidermis showed hyperkera- 
tosis and irregular acanthosis. No acanthol- 
ysis was seen, and there was no evidence of 
dyskeratosis. 


COMMENT 


Aeantholytie dyskeratosis, which is 
characterized histologically by supra- 
basal acantholysis with lacunae and 
varying degrees of dyskeratosis, is 
present in numerous disease entities 
with varying clinical manifestations, 
such as classic Darier's disease, warty 
dyskeratoma, and unilateral keratosis 
fallicularis. Darier's disease, inherited 
aS an autosomal dominant trait with 
incomplete penetrance, is recognized 
as a generalized verrucose papular 
eruption, often having a greasy, scaly 
appearance. An isolated verrucose 
lesion with acantholytic dyskeratosis, 
often occurring on the scalp, is called a 
warty dyskeratoma. Multiple unilater- 
al keratotie lesions, found in a linear 
or zosteriform pattern, have been 
reported as unilateral keratosis follic- 
ularis^'" or as a linear epidermal 
nevus with the histopathologic fea- 
tures of keratosis follieularis.' Actinic 
keratosis, transient acantholytic der- 
matosis (Grover’s disease), and der- 
matofibroma can also show the focal 
histopathologic changes of acantholyt- 
ic dyskeratosis." 

The onset of unilateral linear kera- 
totic lesions with acantholytic dysker- 
atosis in previously described patients 
has occurred during adult life, with 
the youngest age onset reported being 
in a 14-year-old girl.'? Our patient is 
unusual in that his lesions occurred in 
the newborn period, and were first 
noticed at 2 days of age. Furthermore, 
this is the only case reported to our 
knowledge that includes a positive 
family history of an epidermal nevus. 
All previously described patients de- 
nied having a family history of similar 
lesions. 

All cases of linear epidermal nevi 
with acantholytic dyskeratosis in 
which race was identified have been 
in white persons. To our knowledge, 
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our case is the only dermatosis of this 
type to be reported in a_ black 
person. 

Our case is similar to that of Leem- 
ing’ and is best described as a unilat- 
eral, linear, zosteriform epidermal 
nevus with histopathologic features of 
acantholytic dyskeratosis. In Leem- 
ing’s patient, at the age of 27, a warty, 
papular, linear lesion developed that 
extended from above her right medial 
malleolus to the thigh. On her right 
buttock and lumbar area, the lesions 
became zosteriform. Leeming also 
noted that some areas on his patient 
were lichenoid in appearance. The 
most striking similarity between this 
case and ours is that the linear streaks 
were localized on an extremity, and 
the zosteriform areas were located 
primarily on the trunk. 

In contrast, Hesbacher’ described a 
17-year-old patient with zosteriform 
keratosis follicularis that, when fully 
developed, involved the arm, back, 
thigh, and leg on the left side. On the 
leg and thigh, the lesion was linear 
and well demarcated, whereas verru- 
cose papules in a zosteriform pattern 
appeared on the patient's back. Hes- 
bacher, however, was able to diagnose 
his case clinically as zosteriform Dari- 
er's disease because of the greasy, 
scaling papules on the back and arm. 
Our patient showed no greasy pap- 
ules. 

Recently, Binnick and Fleischmaj- 
er' described an 18-year-old patient 
with a zosteriform dermatosis. The 
biopsy specimen showed acantholytic 
dyskeratosis. These lesions were de- 
scribed as being follicular and perifol- 
licular, and some were surmounted by 
a greasy keratotic scale. This case is 
somewhat similar to that of our 
patient; however, our case does not 
show the follicular predisposition of 
the lesions, nor are they greasy. 

Other patients with unilateral lin- 
ear patches or plaques that on micro- 
scopic examination showed acantho- 
lytie dyskeratosis have been described 
by other authors.*?5-*'* These authors 
were led to the diagnosis of unilateral 
keratosis follicularis. The verrucose 
morphology of our patient's lesions 
and the absence of follicular accentua- 
tions and greasy scales is in contrast 
with the conditions in some of these 
patients.^ 5-8-10 

Some patients described as having 
zosteriform or unilateral Darier's dis- 
ease“ or Darier's disease resembling 
an epidermal nevus"! may represent a 
form fruste of Darier's disease and 
not the epidermal nevi we are describ- 
ing. The patient of Chester and 
Brown," in whom unilateral verrucose 


lesions that later became ‘bilateral 
developed, best illustrates this point. 

In our opinion, our case and proba- 
bly some of the other cases!» 
reviewed in this study are epidermal 
nevi. They should not be thought of as 
a form of Darier's disease, nor should 
the terms “keratosis follieularis" or 
"Darier's disease" be included in their : 
naming. Two authors made the clini- 
cal diagnosis of epidermal nevus prior 
to biopsy,™!? while other authors made 
the clinical diagnosis of unilateral 
keratosis follicularis** based on the 
morphology of the lesions. It is of 
interest that two of these cases had 
been previously diagnosed by others 
as epidermal nevi*' The histopatho- 
logie finding of acantholytie dyskera- 
tosis is rare in epidermal nevi, but 
should not lead one to change the 
original diagnosis. 

Dermatologists frequently see le- 
sions that are diagnosed clinically as 
epidermal nevi. Zeligman and Pomer- 
anz" have emphasized the necessity 
for a biopsy of all linear and zosteri- 
form verrucose lesions. As more 
epidermal nevi specimens undergo 
biopsy, the entity of a unilateral, 
linear, zosteriform epidermal nevus 
with acantholytic dyskeratosis will be 
better recognized. Once this intercst- 
ing form of an epidermal nevus is 
more widely studied, its response to 
therapy and a prognosis can be estab- 
lished. 
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Zebra-like Hyperpigmentation 1n an 
Infant With Multiple Congenital Defects 


Fortunata M. Alimurung, MD; Don Lapenas, MD; Isaac Willis, MD; Pearon Lang, MD 


e An unusual pattern of zebra-like 
hyperpigmentation was observed in a 
black male infant with congenital defects 
that included an atrial septal defect, 
dextrocardia, auricular atresia, deafness, 
and growth retardation. The hyperpigmen- 
tation was strikingly linear and symmetri- 
cal and followed a dermatomal distribu- 
tion, with involvement of the trunk and 
extremities. Results of histological, histo- 
chemical, and electron microscopic stud- 
ies were normal except for an increase in 
the number of melanocytes in the bands 
of hyperpigmentation. This pigmentary 
anomaly appears to be transient and has 
faded to 5096 of its original intensity. A 
review of the literature has not disclosed 
any similar cases. 

(Arch Dermatol 115:878-881, 1979) 


e have recently seen a peculiar 

type of cutaneous hyperpig- 
mentation in a male infant who also 
had other congenital anomalies. We 
have been unable to find any descrip- 
tion of a similar disorder in the 
English literature. 


REPORT OF A CASE 


A black male infant was born June 4, 
1977, following a full-term normal preg- 
nancy and delivery at home. The mother 
was a 20-year-old gravida 2, para 2, who 
was in good health and took no medications 
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during pregnancy. At birth the skin of the 
child was normal, but a left ear deformity 
was noted. When the child was 2 weeks of 
age, the mother noted the appearance of a 
progressive, asymptomatie, linear hyper- 
pigmentation starting over the lower 
extremities and rapidly involving the 
trunk and upper extremities. No other skin 
changes preceded the pigmentary change. 

At 2 months of age, cyanosis and respi- 
ratory distress developed. The patient was 
hospitalized at Grady Memorial Hospital 
for evaluation. During hospitalization, the 
Dermatology Service was consulted re- 
garding his pigmentary anomaly. 

The family history was negative for 
developmental, cutaneous, ocular, and en- 
docrinologieal defects. There was no histo- 
ry of pigment disorders in the family. A 


Fig 1.—Symmetrical bands of linear and 
whorled hyperpigmentation on trunk. Face 
was spared. 





4-year-old sibling was normal. A half 
brother had corrective surgery at age 6 
months for a "hole in the heart." A mater- 
nal uncle died at 4 months from "congen- 
ital heart disease." The paternal grand- 
mother had multiple sclerosis and the 
paternal grandfather died of cancer of 
undetermined origin. There was no history 
of parental consanguinity. 

On admission, the patient weighed 2.7 kg 
(less than the third percentile), was 71 cm 
long (less than the third percentile), and 
had a head circumference of 38 cm (fifth 
percentile). He appeared alert but inactive. 
Respirations were rapid and he appeared 
to be in mild respiratory distress. His 
temperature was 37 °C. His pulse rate was 
168 beats per minute, and the respiratory 
rate was 76/min with subcostal retractions. 
His blood pressure was 110/70 mm Hg. 

Examination of the skin showed bilater- 
al, symmetrical, and predominantly linear 
bands of hyperpigmentation involving the 
trunk (Fig 1) and extremities (Fig 2) with 
sparing of the face. In some areas the 
hyperpigmentation formed whorls and 
swirls. In general, the hyperpigmentation 
followed a dermatomal distribution, ex- 
tending laterally along the chest, abdomen, 
back, and along the lengths of the arms and 
legs. Subjectively, the darker bands ap- 
peared to be similar in shade to the father’s 
pigmentation, while the “normally pig- 
mented” skin appeared to be similar to the 
mother’s skin color. 

On closer examination there were areas 
of normal pigmentation within these 
hyperpigmented bands (Fig 3). The scalp 
hair and nails were normal. The left ear 
was hypoplastic, with no opening for the 
external auditory canal. The right ear 
showed an overfolded helix with a clear 
external auditory canal and normal tym- 
panic membrane. 

Cardiac examination disclosed a sinus 
tachycardia, a normal S,, a split S., and no 
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Fig 4.—Biopsy specimen of hyperpigmented skin from abdomen shows heavy melanin 
pigmentation of basal layer of epidermis (Masson-Fontana, original magnification 
x 266). 


gallop sounds. There was a grade 2/6 
systolic murmur best heard over the left 
upper sternal border. The lungs were clear 
to percussion and auscultation. The abdo- 
men, genitalia, and extremities were 
normal. The neurologic examination dem- 
onstrated intact sensory function with 
increased motor tone and 1+ deep tendon 
reflexes and decreased plantar reflexes. 
Developmental assessment showed an in- 
ability to roll over and to lift the head when 
prone, and an inability to grasp a 
presented object. 

Laboratory studies disclosed the follow- 
ing values: hemoglobin, 9.8 gm/dL; hema- 
tocrit, 29%; and WBC count, 11,000/cu mm, 
with a normal differential cell count. 
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Levels of SGOT, SGPT, lactic dehydrogen- 
ase, alkaline phosphatase, total serum 
cholesterol, BUN, glucose, calcium, phos- 
phorus, potassium chloride, and bicarbon- 
ate were normal The serum sodium 
content was 128 mEq/L initially but 137 
mEq/L on repeat analysis. A urinalysis 
was unremarkable. Arterial blood gas val- 
ues were normal. A chest x-ray film 
disclosed cardiomegaly, probable dextro- 
cardia, and increased pulmonary blood 
flow. An ECG showed right axis deviation 
and right ventricular hypertrophy. A 
barium swallow was negative for situs 
inversus. A liver and spleen sean and intra- 
venous pyelogram were normal. Cardiac 
catheterization showed dextrocardia with 





Fig 3.—Areas of normal pigmentation with- 
in hyperpigmented bands. 


normally related great arteries and an 
atrial septal defect with a large left-to- 
right shunt. Audiometric testing showed 
mild to moderate loss of hearing of the left 
ear. 

Skin biopsy specimens were obtained 
during hospitalization and subsequently on 
an outpatient basis. Results are described 
below. 

The patient’s congestive heart failure 
was treated with digoxin, hydrochlorothia- 
zide, and spironolactone. He was dis- 
charged in good condition and has 
remained in relatively good health with 
only occasional episodes of upper respirato- 
ry tract infection. During the following 
nine months, his unusual pigmentary 
condition was noted to fade gradually to 
approximately 50% of its original intensi- 


ty. " 


SPECIAL STUDIES 
Light Microscopy 


Two 4-mm punch biopsy specimens 
were taken from hyperpigmented 
skin and adjacent normally pig- 
mented skin. Specimens were pro- 
cessed by routine techniques and were 
stained with hematoxylin-eosin and 
Fontana's silver stains. The hematox- 
ylin-eosin sections of the hyperpig- 
mented and normally pigmented skin 
showed no differences except for an 
increase in the pigment of the basal 
region in the darker skin. 

Fontana's silver-stained sections 
confirmed this increase in melanin in 
the basal cell layer and the lower 
epidermis of the hyperpigmented skin 
(Fig 4). 


Histochemical Studies 


Two 3-mm punch biopsy specimens 
of hyperpigmented and adjacent nor- 
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mally pigmented skin were taken 
from the abdomen. A modification of 
the ionie separation of the epidermis 
from the dermis by the method of 
Starieco and Pinkus' was employed: 
The skin pieces were cut off at the 
base with a scalpel and incubated 
epidermal side up in a solution of 2N 
'sodium bromide at 37 ?C for two 
hours. The epidermis with attached 
melanocytes was gently peeled from 
the dermis, washed several times with 
distilled water, and incubated in a 
substrate containing 0.1% fresh dopa 
for three hours. After incubation the 
sections were fixed in 10% formalde- 
hyde solution, gradually dehydrated 
with alcohol, cleared with xylene, and 
flat-mounted dermal side up on a 
slide. 

Melanocyte counts performed on 
the flat-mounted epidermal sheets 
showed mean values of 27 + 7.3 cells 
per high-power field (HPF) for the 
hyperpigmented skin and 17 + 6.2 
cells/HPF for the normally pig- 
mented skin. This represents a signif- 
icant increase in the number of melan- 
ocytes in the hyperpigmented skin 
(nonpaired t test, P < .001). 


Electron Microscopy 


Two 1-mm punch biopsy specimens 
from normally pigmented and hyper- 
pigmented skin were immediately 
fixed in 2% glutaraldehyde in phos- 
phate buffer and processed by stan- 
dard methods for electron microscopy. 
No difference in the size, number, 
degree of differentiation, or disper- 
sion of melanin granules was noted 
between the normally pigmented and 
the hyperpigmented skin specimens. 
In general, our electron microscopic 
findings conformed to the findings 
for normal black skin.’ 


COMMENT 


Although a number of genoderma- 
toses were considered in our differen- 
tial diagnosis, we believe we have 
observed an entity previously unrec- 
ognized. 

The bizarre pattern of pigmenta- 
tion resembles superficially the pat- 
terns described in the pigmentary 
phase of incontinentia pigmenti (IP). 
Our initial thought was that this male 
infant had IP. However, several find- 
ings make this diagnosis unlikely. 
First is the lack of a preceding inflam- 
matory process in the skin. Although 
Carney? found that 13.9% of patients 
with IP manifested the final pigmen- 
` tary stages without evidence of ear- 
lier lesions, the pigmentation usually 
appears as the inflammatory phase is 
subsiding.** Second, IP is extremely 
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rare in boys. The virtual absence of 
affected boys with IP may be due to a 
sex-linked gene carried on the X chro- 
mosomes, which acts as dominant in 
girls and is lethal in boys.’ Finally, the 
histopathologic findings did not con- 
firm the diagnosis of IP. 

The Franceschetti-Jadassohn syn- 
drome or Naegeli’s reticular pig- 
mented dermatosis, although con- 
fused with IP in the past, presents a 
distinct clinical picture. The pigmen- 
tation is reticular, and there are no 
preceding inflammatory stages. The 
pigmentation may appear as late as 
the second year of life.’ Patients also 
may show disturbances of sweating, 
plantar, and palmar keratoderma, and 
dental defects. An autosomal pattern 
of inheritance affecting both boys and 
girls equally has been noted. Histolog- 
ically, one observes pigmentary incon- 
tinence without inflammation. Our 
patient so far has demonstrated none 
of these criteria. 

Familial progressive hyperpigmen- 
tation is a dominantly inherited 
genodermatosis characterized by 
patches of hyperpigmentation that 
are present at birth.’ These areas 
increase in size and number with age. 
There is an increase in the number 
and size of melanin granules, but no 
increase in melanocytes. The hyper- 
pigmented skin is interspersed with 
the lighter-colored normal skin in a 
marble-like or spotted fashion and 
does not exhibit a dermatomal pat- 
tern. Mucous membranes are also 
affected. 

A progressive pigmentary disorder 
has been observed by Furuya and 
Mishima in a Japanese child with 
epilepsy, and they have proposed the 
designation acromelanosis progressi- 
va.* The condition is characterized by 
intensely dark and sharply demar- 
cated hyperpigmentation over the 
dorsum of the fingers and toes that 
rapidly spreads proximally. Histologi- 
cally, one sees proliferating melano- 
cytes in palisade arrangement at the 
base of the epidermis, with associated 
hyperkeratosis and  papillomatosis. 
This child expressed much more 
intense pigmentation than our patient 
and the distribution was different. 

Gibbs? described an unusual striped 
hyperpigmentation of the torso sec- 
ondary to abnormal retention of the 
epitrichium. Retention of the epitrich- 
ium is a common mild disturbance 
that ordinarily resolves itself by 
lamellar exfoliation within a few days 
after birth. Gibbs postulated that fail- 
ure to exfoliate the epitrichium led to 
fissuring of the skin creases and 
promoted postinflammatory hyper- 


pigmentation. The patient, a black 
boy, had slight thickening and scaling 
of the skin at birth and for a month 
thereafter. As the scaling decreased, 
the linear hyperpigmentation ap- 
peared on the abdomen and persisted 
for four months, after which the skin 
became normal except for mild ich- 
thyosis. Our patient had a rather 
widespread linear pattern of hyper- 
pigmentation with an otherwise nor- 
mal skin. 

Recently, Ment et al described an 
infant with abnormal swirling pig- 
mentation, congenital malformations, 
and immune deficiency. Just as in our 
case, the child had a congenital heart 
defect and poor neurologic develop- 
ment. Unlike our patient, abnormal 
pigmentation was noted at birth, 
there was substantial facial involve- 
ment, and truncal hyperpigmentation 
faded as areas of acral hypopigmenta- 
tion increased and progressively be- 
came elevated. Histologically, the hy- 
popigmented areas showed changes of 
an epidermal nevus, while the hyper- 
pigmented skin showed melanocytic 
hyperplasia in the epidermis with 
numerous melanin-laden mace 
phages in the dermis. The child had 
recurrent infections and anergy to 
skin tests indicating a defect in T-cell 
function. 

Extensive types of epidermal nevi 
include nevus unius lateris, ichthyosis 
hystrix, and congenital acanthosis 
nigricans. Hyperpigmentation results 
from an increase in epidermal thick- 
ness and/or a localized aggregation of 
melanin granules in keratinocytes 
with no increase in melanocytes."' The 
clinieal presentation is usually diag- 
nostie. The biopsy specimen of our 
patient showed no epidermal changes 
consistent with an epidermal nevus. 

Hyperpigmentation may be second- 
ary to any inflammatory process in 
the skin and thus may have a multi- 
tude of causes including primary irri- 
tant dermatitis, "°? infectious pro- 
cesses, and hereditary diseases." The 
negative history for any preceding 
cause of cutaneous inflammation and 
the histopathologic findings preclude 
the diagnosis of postinflammatory 
pigmentation in our case. 

There are several aspects in this 
present case that deserve emphasis. 
On eursory examination, the pattern 
of pigmentation with the associated 
congenital anomalies was reminiscent 
of the pigmentary stage of IP. What 
aroused our interest was the fact that 
our patient was a boy, which is 
extremely rare in cases of IP. In our * 
patient the diagnosis of IP was easily 
ruled out by histopathological exami- 
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nation. However, the possibility still 
exists that, had this pigmentation 
been present in a girl, it would have 
been misdiagnosed as IP and further 
evaluation may not have been carried 
out. Thus, we would encourage at least 
a biopsy in atypical cases of IP. 

The association of pigmentary ab- 
normalities with congenital defects is 
well documented.'''*'^ To our knowl- 
edge, this is the first report of linear 
hyperpigmentation associated with 
atrial septal defect, dextrocardia, au- 
ricular atresia, deafness, and growth 
retardation. We do not know if the 
pigmentation is part of the spectrum 
of developmental defects or just a 
coincidental finding. 

The cause of this unusual pigmenta- 
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tion is unclear. Various hypotheses 
can only be proposed. Nordling'* intro- 
duced the concept of sequential 
somatic mutation as an explanation of 
proliferative conditions. He suggested 
that somatic mutation within a melan- 
ocyte can cause it to produce more 
melanin granules, thus leading to the 
establishment of a pigmented lesion. 
Nicholls" subsequently applied this 
genetic hypothesis in his survey of 
freckles, pigmented birthmarks, and 
moles in schoolchildren. He hypothe- 
sized that a single gene mutation may 
be sufficient to produce a freckle or 
birthmark. Interestingly, the  pa- 
tients lighter pigmentation corre- 
sponded to the mother's skin color, 
while the hyperpigmented skin was 
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Hypervitaminosis A in a Patient With 


Alopecia Receiving Renal Dialysis 


Edward Shmunes, MD 


€ A patient with gradually increasing 
hair loss was undergoing long-term renal 
dialysis. Questioning revealed that her 
supplemental vitamin program had con- 
tained vitamin A only to that extent it was 
included in a portion of multivitamins 
taken in conventional amounts for ap- 
proximately three years. Her serum vita- 
min A level was 140 „g/dL (a normal level 
is 20 to 80 g/dL). Reports have indicated 
that chronic renal disease results in a 
state of relative hypervitaminosis A. This 
is compounded in renal dialysis by failure 
to remove vitamin A. The administration of 
low-dose supplemental vitamin A prepa- 
rations in this select population is 
discussed with respect to current con- 
cepts of vitamin A metabolism in renal 
disease. 

(Arch Dermatol 115:882-883, 1979) 


kin problems including pruritus, 
xerosis, increased vascular fragil- 

ity, increased pigmentation (often 
yellowish), and urea frost have long 
been known to develop in patients 
with chronic renal disease.' Dramatic 
onset of alopecia on the scalp is not 
characteristic, although loss of hair on 
the forearms and legs has been noted. 
With the advent of renal transplanta- 
tion and long-term hemodialysis 
units, a segment of the population has 
benefited from extended life, but in 
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the process has received immunosup- 
pressive agents and steroids used in 
renal transplantation, and/or has un- 
dergone the chronic biologic stress of 
hemodialysis. 

As the number of patients receiving 
long-term hemodialysis increases, 
new dermatologic problems in such 
special populations have been re- 
ported. Alopecia, however, has been 
documented only as a result of cyto- 
toxic agents used to prevent renal 
homograft rejection. 

The purpose of this case report is to 
document another cause of alopecia in 
a patient undergoing renal dialysis, 
namely, hypervitaminosis A. 


REPORT OF A CASE 


The patient was a 28-year-old woman 
who had been receiving long-term hemodi- 
alysis three times weekly since October 
1973 because of acute and chronic glomeru- 
lonephritis with onset in July 1973. She 
underwent bilateral nephrectomies in Sep- 
tember 1974, a transplant with a kidney 
from a cadaver in November 1974, and a 
nephrectomy of this kidney due to rejec- 
tion in May 1975. Secondary hyperparathy- 
roidism developed in 1976 with serial para- 
thyroid hormone immunoassay determina- 
tions as follows: June 1976, 240 uLEq/mL; 
November 1976, 250 uLEq/mL; January 
1977, 480 uLEq/mL. In February 1977, she 
had a subtotal parathyroidectomy and by 
April 1977, the serum parathyroid hormone 
level had dropped to 120 uLEq/mL. 

She had received no steroids or cytotoxic 
agents since 1975. 

In November 1977, the patient com- 
plained of pruritus of the scalp of one 
week's duration accompanied by alarming 
hair loss. She had no history of recent 
hormonal therapy, pregnancy, or febrile 
illness. Her drug therapy history included 
long-term daily doses of the following: 5 


mg of diazepam; 50,000 USP units of ergo- 
ealciferol; 1 mg of folic acid; basic alumi- 
num carbonate (Basaljel tablets); 500 mg of 
methocarbamol; and a vitamin-mineral 
combination with folie acid (Filibon F.A.). 
This last medication contains 4,000 UP 
units of vitamin A acetate. She had recent- 
ly switched to this vitamin preparation a 
month prior to her visit, having been 
taking a multivitamin supplement (One- 
A-Day, 5,000 IU) for more than two years. 
Her serum vitamin A level was 140 ug/dL 
(the normal limit is 20 to 80 ug/dL). 

Examination showed a thin, pale woman 
with an appearance indicative of chronic 
illness. Examination showed that the head, 
eyes, ears, nose, and throat, as well as the 
heart, lungs, and abdomen were normal, 
except for scars on the abdomen and neck 
from the surgical procedures mentioned 
earlier. A well-functioning arteriovenous 
fistula was present in the right upper 
extremity. Examination of her scalp 
showed no clinical inflammation. Gentle 
traction in representative areas of her 
scalp yielded four to five hairs easily. 
Microscopic examination of these hairs 
uniformly showed hairs in the telogen 
phase. 

One month after cessation of therapy 
containing vitamin A, hair loss was no 
longer a noticeable problem to the patient 
and gentle traction yielded an occasional 
hair. New growth was evident at the scalp 
margins. Another set of vitamin A deter- 
minations could not be obtained, as the 
patient relocated abruptly and died shortly 
thereafter from complications resulting 
from another kidney transplant opera- 
tion. 


COMMENT 


Symptoms of clinical vitamin A 
intoxication such as anorexia, nausea, 
vomiting, skin dryness, pruritus, mus- 
cle fasciculation, peripheral paresthe- 
sia of the arms and legs, bleeding, and 
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bone changes are common in severe 
uremia.’ This prompted Yatzidis et al 
in Greece to study vitamin A levels in 
four groups of people; 100 repre- 
senting the normal, 12 with severe 
acute renal failure, 100 with advanced 
chronic renal failure, and 100 receiv- 
ing hemodialysis three times weekly 
for periods between six and 50 
months. No subject had taken any 
hormones or vitamins for at least four 
months. There were no significant 
differences between the control sub- 
jects and the patients with severe 
acute renal failure, but significant 
differences (P < .001) existed be- 
tween the control subjects and the 
patients with chronic renal failure or 
those undergoing long-term hemodial- 
ysis, with the latter group showing the 
highest levels of vitamin A. 

Yatzidis and colleagues postulated 
that the serum vitamin A level 
increased partly as a result of an 
increase in the serum level of the 
retinol-binding protein. Levels of 
vitamin A in the liver of two patients 
described by Yatzidis et al were five 
times greater than normal, suggest- 
inf that, in addition to the serum, the 
whole body contained excessive 
amounts of vitamin A. 

The kidney contains an enzyme that 
converts retinol to retinoic acid, which 
is then excreted in the bile together 
with glucuronide.* Yatzidis et al also 
postulated that the loss of this meta- 
bolic conversion in chronic renal fail- 
ure is important in the slow accumula- 
tion of vitamin A and its slow return 
to normal after successful transplan- 
tation.” 

The occurrence of secondary hyper- 
parathyroidism in renal disease is a 
serious and frequent complication, 
and occurred in this patient. It is of 
interest that there has been work 
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suggesting a relationship between 
vitamin A and parathyroid hormone 
release. Chertow et al, using bovine 
parathyroid tissue, demonstrated a 
statistically significant (P < .001) in- 
crease in the mean parathyroid hor- 
mone secretion rate over that in the 
control subjects when vitamin A was 
added to incubated parathyroid tissue 
at concentrations of 0.35 mg/mL and 
0.085 mg/mL. The latter concentra- 
tion is approximately one tenth of the 
reported normal plasma vitamin A 
level in man. The action of vitamin A 
on parathyroid hormone secretion was 
attributed to its effect on the plasma 
cell membrane surface area, as well as 
to the surface tension effects on cellu- 
lar membranes. This was deemed 
particularly important when the se- 
cretion granules of parathyroid hor- 
mone merge with the cell membrane 
in the intracellular process of secre- 
tion. 

In 1977, Chertow et al extended his 
studies of the effects of vitamin A on 
parathyroid hormone secretion in 
man. Eleven healthy men received two 
intramuscular injections of vitamin A 
palmitate, 25,000 IU each, within 24 
hours. In every subject examined, the 
mean serum parathyroid hormone 
level rose significantly (SEM 
0.7, N = 11, P< .01). The increments 
in the parathyroid hormone level 
above baseline values ranged from 0.2 
uL Eq/mL to 4.9 uL Eq/mL.* 

My case illustrates similar features 
of skin manifestations of hypervita- 
minosis A and chronic renal failure 
(xerosis, pruritus,  pigmentation). 
Noteworthy is the occurrence of 
dramatic alopecia in the former, but 
not in the latter. This is of importance, 
because many of the signs of hypervi- 
taminosis A may be interpreted sim- 
ply as signs of chronic renal failure. It 
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also brings to light the insidious 
effects of multivitamins containing 
low levels of vitamin A in a patient 
receiving dialysis. 

The response of the hair loss to the 
absence of exogenous vitamin A in 
this patient was faster than one might 
anticipate, and perhaps reflects a 
small drop in levels near the threshold 
for hair loss. One would normally 
expect a slow drop in levels of vitamin 
A and it is unfortunate that serial 
levels could not be obtained due to the 
patient’s relocation and later death. 

The practice of prescribing vita- 
mins for the population receiving 
renal dialysis is common and neces- 
sary. Deficiencies of water-soluble 
vitamins may occur in patients with 
uremia because of dietary restrictions 
of sodium, potassium, and protein. 
The resulting consumption of relative- 
ly little citrus fruit and leafy vegeta- 
bles together with the losses of these 
water-soluble vitamins through dialy- 
sis necessitate water-soluble vitamin 
supplementation. The selection of a 
multivitamin that does not contain 
vitamin A would be desirable. A check 
of two centers for long-term renal 
dialysis in South Carolina revealed 
that the most commonly recom- 
mended multivitamin preparations 
contained 4,000 IU and 10,000 IU of 
vitamin A, respectively. A similar 
center in North Carolina recom- 
mended a multivitamin that does not 
contain vitamin A. 

Overall, the possible role of higher 
vitamin A levels in the pathogenesis 
of uremic symptoms and the possible 
interrelationship of vitamin A with 
parathyroid hormone release are cer- 
tainly worthy of further study. 
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Palmar-Plantar Lichen 


Sclerosus et Atrophicus 


John W. Petrozzi, MD; Margaret G. Wood, MD; Vincent Tisa, DPM 


€ A 57-year-old woman has had lichen 
sclerosus et atrophicus confined to the 
palms and soles for the past six years. 
Diagnosis was confirmed by histologic 
study. Our patient's disease has been 
resistant to therapy. 

(Arch Dermatol 115:884, 1979) 


EN uncommon disease occurring in 
an uncommon location makes 
correct clinical diagnosis a difficult 
task. The following case documents an 
example of lichen sclerosus et atrophi- 
cus with involvement limited to the 
palms and soles. 


REPORT OF A CASE 


Six years ago, this 57-year-old woman 
had sudden onset of papules on the plantar 
surface of both feet. Shortly thereafter, 
similar lesions appeared on the palms. 
There has been gradual worsening, with 
new papules appearing on the soles; palmar 
involvement has remained stationary. Her 
main symptom has been pain on walking. 

Previous therapy over the years with 
topical fluoridated steroids and keratolytic 
agents alone or in combination, with or 
without occlusion, was ineffective. 

The patient had received no medication 
at the time of onset and had had no asso- 
ciated systemic problems. Past history, 
family history, and review of systems were 
noncontributory. 

Examination of the skin revealed numer- 
ous 1- to 2-mm smooth white papules on the 
soles, predominantly on the weight-bear- 
ing surfaces (Fig 1). A few small, slightly 
keratotic skin-colored papules with central 
depression were present in the center of 
the palms. The anogenital region was 
uninvolved. The results of the rest of the 
physical examination were normal. 

Histologic study of a papule from the 
sole revealed the typical features of lichen 
sclerosus et atrophicus (Fig 2). The epider- 
mis was covered by a thick, hyperkeratotic 
scale with delling and plugging of the 
adnexal orifices. The rete was thinned and 
there was vacuolation of the basal cells. A 
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broad zone of lymphedema was present in 
the subepidermal area and there was 
conspicuous dilation of the thin-walled 
vessels. Beneath this, in the midportion of 
the corium, there was a diffuse, perivascu- 
lar infiltrate of lymphocytes. Elastic tissue 
stains revealed an abrupt termination and 
clumping of elastic fibers at the lower 
border of the zone of lymphedema. 


COMMENT 


This case demonstrates the limited 
occurrence of lichen sclerosus et atro- 
phicus in an unusual location. Classi- 
cally, the disease is characterized by 
ivory white papules that frequently 
coalesce and produce areas of “ciga- 
rette paper” atrophy. The genital 
region is often the site of initial mani- 
festation as persistent and marked 
pruritus prompts the patient to con- 
sult the physician. Bullous or verru- 
cose forms of the disease may occur 
and present diagnostic dilemmas. 

Involvement of the palm with lichen 
sclerosus et atrophicus had been 
reported by Purres and Krull, but 
their patient also had widespread 
cutaneous involvement. Wustner and 
Gartmann recorded palmar and plan- 
tar keratotic papules in twins,’ but 
these cases also had typical involve- 
ment of the genitals. Topical steroids 
and keratolytic agents were helpful in 
the cases of Wustner and Gartmann, 
but that of  Purres and Krull 
was resistant to treatment. Our 
patient, too, failed to respond to sali- 
cylie acid and halcinonide ointment. 

Recently, Hammar described a 51- 
year-old man with lichen sclerosus et 
atrophicus confined to the soles.* The 
lesions were hyperkeratotic, vesicular, 
and purpuric, and were associated 
with erythromelalgia and peripheral 
edema. Therapy with keratolytic 
agents and topical steroids was effec- 
tive. 

The instructive element of our case 
is the fact that the disease so far has 
remained entirely confined to the 
palms and soles with no other cuta- 
neous abnormalities. Because of the 
rarity of this finding, we wish to 
document such an occurrence and add 
lichen sclerosus et atrophicus to the 
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Fig 2.—Biopsy specimen findings of lichen 
sclerosus et atrophicus. Note hyperkerato- 
sis, thinning of rete, broad band of edema 
and vasodilation, and lymphocytic infil- 
trate in midportion of corium (hematoxylin- 
eosin, x 40). 


differential diagnosis of palmar-plan- 
tar eruptions. 


Westwood Pharmaceuticals supplied a grant 
making possible the publication of Fig 1 in 
color. 
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MINOCYCLINE HCI 





for severe acne vulgaris 


ix 
R) 


MINOCIN 


CAPSULES 50 mg and 100 mg 
SYRUP 50 mg/5 ml 


Dosage: 50 mg b.i.d. 


adjunctive therapy 








Patient with Grade IV Patient with acne vulgaris 
acne before MINOCIN therapy. clearing after six weeks of MINOCIN therapy. 


BUT WHAT ABOUT TODAY... 


MINOCIN Minocycline HCI 
Oral and Intravenous Brief Summary during tooth development (last half of pregnancy, infancy and child- 
Contraindications: Hypersensitivity to any tetracycline. hood to the age of 8 years) may cause permanent discoloration of the 


Warnings: Intravenous use, particularly in pregnancy, in daily doses teeth (yellow-gray-brown). This is more common during long-term use 
exceeding 2 grams has been associated with deaths through liver but has been observed following repeated short-term courses. Enamel 
failure. When need for intensive treatment outweighs potential dan- hypoplasia has also been reported. Tetracyclines, therefore, should 


«æ+ gers, perform renal and liver function tests before and during therapy; — not be used in this age group unless other drugs are not likely to be 


also follow serum concentrations. In renal impairment, usual doses effective or are contraindicated. Photosensitivity manifested by an 
may lead to excessive accumulation and liver toxicity. Under such exaggerated sunburn reaction has been observed in some individuals 
conditions, use lower total doses, and, in prolonged therapy, determine taking tetracyclines. Advise patients apt to be exposed to direct 


serum levels. This hazard is of particular importance in I.V. use in sunlight or ultraviolet light that such reaction can occur, and discon- 
pregnant or postpartum patients with pyelonephritis. In such cases, tinue treatment at first evidence of skin erythema. Studies to date 
the blood level should not exceed 15 mcgm/ml. and liver function indicate that photosensitivity is rarely reported with MINOCIN 


teets should be made at frequent intervals. Do not prescribe other Minocycline HCI. In patients with significantly impaired renal func- 
potentially hepatotoxic drugs concomitantly. The use of tetracyclines — tion, the antianabolic action of tetracycline may cause an increase in 
o 





BUN leading to azotemia, hyperphosphatemia, and acidosis. CNS side 
effects (lightheadedness, dizziness, vertigo) have been reported, may 
disappear during therapy, and always disappear rapidly when drug 
is discontinued. Caution patients who experience these symptoms 
about driving vehicles or using hazardous machinery while taking Mis 
drug. Pregnancy: In animal studies, tetracyclines cross the placenta, 
are found in fetal tissues, and can have toxic effects on the developing 
fetus (often related to retardation of skeletal development). Embryo- 
toxicity has been noted in animals treated early in pregnancy. New- 
borns, infants and children: All tetracyclines form a stable calcium 
complex in any bone-forming tissue. Prematures, given oral doses of 
25 mg./kg. every 6 hours, demonstrated a decrease in fibula growth 
rate, reversible when drug was discontinued. Tetracyclines are present 
in the milk of lactating women who are taking a drug in this class. 
. (cont'd) 
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SHE S DOING 
WELL TODAY 


MINOCIN Minocycline HCI Skin: maculopapular and erythematous rashes. Exfoliative dermatitis 
Oral and Intravenous Brief Summary (continued) (uncommon). Photosensitivity is discussed above (“Warnings”). Renal 
Precautions: Use may result in overgrowth of nonsusceptible orga- toxicity: rise in BUN, dose-related (see “Warnings”). Hypersensitivity 
nisms, including fungi. If superinfection occurs, institute appropriate reactions: urticaria, angioneurotic edema, anaphylaxis, anaphylactoid 
„therapy. In venereal diseases when coexistent syphilis is suspected, purpura, pericarditis, exacerbation of systemic lupus erythematosus. 
darkfiéié examination should be done before treatment is started and In young infants, bulging fontanels have been reported following full 
lood serology repeated monthly for at least four months. Patients therapeutic dosage, disappearing rapidly when drug was discontinued 
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dosage.’ Test for organ system dysfunction (e.g., renal, hepatic and CNS: (see "Warnings '). When given in high doses, tetracyclines may 
hemopoietic) in long-term use. Treat all group A beta-hemolytic produce brown-black microscopic discoloration of thyroid glands: no 
streptococcal infections for at least 10 days. Avoid giving tetracycline abnormalities of thyroid function studies are known to occur 

in conjunction with penicillin. NOTE: Concomitant therapy: Antacids containing aluminum, calcium, 
Adverse Reactions: GI: (with both oral and parenteral use): anorexia, of magnesium impair absorption; do not give to patients taking oral 
nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, in- minocycline. Studies to date indicate that absorption of MINOCIN 
flammatory lesions (with monilial overgrowth) in anogenital region Minocycline HCI is not notably influenced by foods and dairy products 


CNS side effects including light- 
headedness, dizziness, or vertigo 
have been reported with MINOCIN. 
Patients who experience these 
symptoms should be cautioned 
about driving vehicles or using 
hazardous machinery while on 
minocycline therapy. 
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82 patients; 100% improved® 
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27 patients; 96% improved"? 
(0.1% Cream) 
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> CONTACT DERMATITIS 
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18 patients; 89% improved® 
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(0.196 Cream) 
153 patients; 94% improved® 
(0.196 Cream) 
23 patients; 96% improved’ 
(0.1% Cream) 
45 patients (17 with occlusion); 
95.5% improved? (0.1% Cream) 
49 patients (with overnight 
occlusion); 
96% improved? (0.1% Cream) 
140 patients; 94% improved'? 
(0.1% Cream) 
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(0.1% Cream) 
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100% improved? (0.1% Cream) 
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(0.1% Cream) 
20 patients; 100% improved"? 
(0.1% Cream) 
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(0.196 Cream) 

32 patients; 10096 improved"? 
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50 patients; 96% improved'* 
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105 patients; 100% improved" 
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) HALOG CREAM 0.1% 


Halcinonide Cream 0.1% 


Contact Dermatitis (33 patients), 
9796 improved' 

Atopic Dermatitis, Psoriasis, 
Eczematoid Dermatitis, 
Neurodermatitis 
(88 patients); 9096 improved? 

Psoriasis (23 patients); 

96% improved’ 

Psoriasis (49 patients); 

96% improved? (with overnight 
occlusion) 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis, 
Neurodermatitis 
(47 patients); 98% improved‘ 

Psoriasis(60 ptsY9596 improved" 

Neurodermatitis, Atopic Dermatitis, 
Psoriasis, Eczematoid Dermatitis 
(59 patients); 98% improved: 

Psoriasis (50 patients); 

96% improved'5 

Atopic Dermatitis, Psoriasis, 

Neurodermatitis, 
Eczematoid Dermatitis 
(457 patients); 96% improved? 

Psoriasis (105 patients); 
10096 improved" 

Eczematoid Dermatitis, 
Psoriasis (110 patients— 
12 eczematoid 
and 17 psoriasis cases 
had occlusive 
dressings); 98% improved? 

Atopic Dermatitis, Eczematoid 
Dermatitis, Psoriasis 
(27 patients); 88% improved" 

Eczematoid Dermatitis, Psoriasis 
(392 patients); 96% improved'? 

Eczematoid Dermatitis, Atopic 
Dermatitis, Psoriasis 


(100 patients); 98% improved’? * 
Atopic Dermatitis, Psoriasis, 


Eczematoid Dermatitis 
(54 patients); 100% improved’? . 


b HALOG SOLUTION 0.1% 


Halcinonide Solution 0.1% 


Psoriasis (27 patients); 
9696improved'* 

Atopic Dermatitis (171 patients); 
92% improved'* 

Psoriasis (194 patients); 
78% improved'? 


P HALOG OINTMENT 0.1% 
Halcinonide Ointment0.1% 


Atopic Dermatitis (214 patients): 
95% improved?° 

Psoriasis (166 patients): 
87% improved?? 


P HALOG CREAM 0.025% 


Halcinonide Cream 0.025% 


Psoriasis (184 patients); 
72% improved'? 

Atopic Dermatitis (249 patients); 
92% improved"? 


b HALOG OINTMENT 0.025% 


Halcinonide Ointment 0.025% 


Atopic Dermatitis (247 patients 
93% improved?" x 
Psoriasis (279 pts); 73.5% improved?" 
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See adjacent column for brief 
summary. 
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HALOG ®(Halcinonide) 
*CREAM/OINTMENT/SOLUTION 

Halog Cream 0.02596 (Halcinonide Cream 
0.02596) and Halog Cream 0.196 (Halcinonide 
Cream 0.1%) contain 0.25 mg and 1 mg hal- 
cinonide per gram, respectively, in a specially for- 
mulated cream base. Halog Ointment 0.02596 
(Halcinonide Ointment 0.02596) and Halog Oint- 
ment 0.1% (Halcinonide Ointment 0.1%) contain 


` 0.25 mgand 1 mg halcinonide per gram, respec- 


tively, in Plastibase® (Plasticized Hydrocarbon Gel), 
a polyethylene and mineral oil gel base. Halog Solu- 
tion 0.1% (Halcinonide Solution 0.1%) contains 1 
mg halcinonide (0.1%) per ml. 
CONTRAINDICATION: Topical steroids are con- 
traindicated in those patients with a history of 
hypersensitivity to any of the components of the 
preparations. 
PRECAUTIONS: General — if irritation develops, 
discontinue the prodüct and institute appropriate 
therapy. In presence of an infection, institute use of 
a suitable antibacterial or antifungal agent. If a 
favorable response does not occur promptly, dis- 
continue the corticosteroid until the infection has 
been adequately controlled. If extensive areas are. 
treated or if the occlusive technique is used, there 
will be increased systemic absorption of the cor- 
ticosteroid and suitable precautions should be 
taken, particularly in children and infants. These 
preparations are not for ophthalmic use. 
Usage in Pregnancy —Although topical steroids 
have not been reported to have an adverse effect on 
hunfan pregnancy, the safety of their use in preg- 
nant women has not been absolutely established. 
In laboratory animals, increases in incidence of 
fetal abnormalities have been associated with ex- 
posure of gestating females to topical corticoste- 
roids—in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be used 
extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. 
Occlusive Dressing Technique —The use of occlu- 
sive dressing increases the percutaneous absorp- 
tion of corticosteroids. For patients with extensive 
lesions it may be preferable to use a sequential 
approach, occluding one portion of the body at a 
time. Keep the patient under close observation if 
treated with the occlusive technique over large 
areas and over a considerable period of time. Occa- 
sionally, a patient who has been on prolonged 
therapy, especially occlusive therapy, may develop 
symptoms of steroid withdrawal when the medica- 
tion is stopped. Thermal homeostasis may be im- 
paired if large areas of the body are covered. Dis- 
continue use of the occlusive dressing if elevation of 
the body temperature occurs. Occasionally, a pa- 
tient may develop a sensitivity reaction to a particu- 
lar occlusive dressing material or adhesive and a 
substitute material may be necessary. If infection 
develops, discontinue the use of the occlusive 
dressing and institute appropriate antimicrobial 
therapy. 
ADVERSE REACTIONS: The following local adverse 
reactions have been reported with topical corti- 
costeroids, especially under occlusive.dressings: 
burning sensations, itching, irritation, dryness, fol- 
liculitis, hypertrichosis, acneform eruptions, 
perioral dermatitis, allergic contact dermatitis, 
hypopigmentation, maceration of the skin, secon- 
dary infection, skin atrophy, striae, and miliaria. 

For full prescribing information, consult package 
inserts. 
HOW SUPPLIED: 0.025% Cream in tubes of 15g 
and 60 gand in jars of 240 g (802); 0.1% Cream 


"th tubes of 15g, 30g, and 60 gand in jars of 240g 


(8 oz); 0.025% Ointment in tubes of 15 g and 60g 
and in jars of 240 g (8 oz); 0.1% Ointment in tubes 
of 15g, 30g, and 60 g and in jars of 240 g (8 oz); 
0.196 Solution in plastic squeeze bottles of 20 ml 
and 6Q ml. 
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A safe, 


economical method 


of permanent 
hair removal — 
from face, legs, body 


To save valuable office time, 
you can confidently recommend 
Perma Tweez to your patients 
for their home use. 


e Battery-operated instrument self- 
sterilizes when current flows. 


Patented self-correcting needle. 


No-puncture safety feature helps 
prevent infection. 


è Proved clinically safe 
(report on request). 
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GENERAL MEDICAL CO., Dept D-111 
1935 Armacost Ave. 
West Los Angeles, CA 90025 
30 DAY FREE TRIAL EXAMINATION. 
(May be returned with no obligation.) 

[] PERMA TWEEZ $19.95 

[] ATTACHMENT $3.00 

(for treating others) 
[] INVOICE AFTER 30 DAYS 
[] CHECK ENCLOSED 
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AN ADVANCED MULTIDISCIPLINARY SEMINAR 
ON FACIAL AESTHETIC SURGERY IS BEING GIVEN 
AT THE BALBOA BAY CLUB, 

NEWPORT BEACH, CALIFORNIA 
SEPTEMBER 12-15, 1979 


The FACULTY will consist of: 
@ Richard L. Goode, M.D., Stanford, California 
e Pierre Guibor, M.D., New York 
e Sheldon Kabaker, M.D., Oakland, California 
e Clyde Litton, M.D., Washington, D.C. 
e Robert A. McClintock, Jr., DDS, Westchester, California 
@ Samuel Stegman, M.D., San Francisco, California 
e M. Eugene Tardy, M.D., Chicago, Ill. 
e H. George Brennan, M.D., Newport Beach, California 


This course will be an intense, in depth approach to the concept of total facial aesthetic improvement including: 
e Structural Surgery € Rejuvenative Surgery € Ancillary Procedures € Cosmetics and Hairstyle 


This course is co-sponsored by The American Academy of Facial Plastic and Reconstuctive Surgery and The 
Foundation for Facial Plastic Surgery and is approved for continuing medical education credits. 


Tuition: $300.00 Practicing Physicians $150.00 Residents (Spouses may register at no additional fee for cosmetic 
and hairstyle courses.) 


Accommodations available on first come basis at the Balboa Bay Club. ij 


For further information and brochures, please contact H. George Brennan, M.D., 1441 Avocado Avenue, Newport 
Beach, California 92660 


Th AMA DRUG EVALUATIONS, Third Edition, has 
e n ew set new standards for objectivity, reliability, and 
comprehensiveness in a drug compendium. The 

official AMA drug manual, it combines the best 

sta n ci r medical opinion of your colleagues and has been 
» designed to give you the information you need on all 

recognized uses and routes of administration—labeled 


e Objective e Reliable and unlabeled—for virtually all drugs currently 


available in the U.S. 


AMA-DE/3 covers virtually every significant drug 
prescribed in the U.S. today. That amounts to in- 
dividual evaluations for more than 1300 single-entity 
agents (61 new to this edition)— plus listings for 
hundreds of additional mixtures and proprietary 
preparations, both prescribed and over-the-counter. 


e Comprehensive 


AMA Stylebook/Editorial Manual 


The Sixth Edition incorporates changes in style and 
usage obtained from experience in the editorial 
offices of AMA's Scientific Publications Division. 
Emphasis is on specific points of style used in JAMA 
and AMA’s nine specialty journals. $6.50 


AMA, DRUG 
EVALUATIONS 


EVALUATIONS 


PSG MEDICAL BOOKS 
Littleton, MA 01460 


ANINE 
DRUG 


$37.50 bookline 


call toll-free 
AMA and ASCPT members call the * d °24 hours, 7 days, within the continental U.S. ` 
PSG BOOKLINE for courtesy discounts. 800-225-5020 Mass. residents call (617) 486-8973, collect. 





| The ane cyte | 
: CountDown. | 


| A high corneo- | Exsel? (selenium sulfide) 2.5% 
cyte count means | 10 


Lotion- CONTAINS: selenium sulfide...2.5% 
with: edetate disodium; bentonite; sodium 

scaling, flaking and an Fondo, pucery| monoticincieste; sie 
itchy scalp. Unsightly Mum phosphate mongbesic, fall 
and unwanted by your : 
dandruff patients. 

A Chances are 

. they have tried the 
TV-promoted brands 
before consulting you 
about their problem. 

Prescribe Exsel® 
(selenium sulfide) 2.5%. 
Clinically proven the 
‘most potent dandruff 

+ shampoo available. It 
gets rid of the unwanted 
corneocyte scales and 
retards their redevelop- 
ment for days* 

And Exsel offers 
one distinct advantage 
over other Rx anti- 
dandruff preparations: 
cosmetic elegance. 
Pleasing, fragrant lime- 
scented Exsel shampoo 

. lathers richly, therefore 
assuring greater patient 








hydrate; perfume and purified water. 
ACTIONS: The mechanism of action of $e. | 
selenium sulfide in seborrheic dermatitis is 
unknown. INDICATIONS: Selenium sulfide ts 
indicated in the treatment of seborrheic 
dermatitis of the scalp, including dandruff. 
CONTRAINDICATIONS: The product should 
not be used by patients allergic to any of its 
components. WARNINGS: Safety for use in 
infants has not been established. 
PRECAUTIONS: 1. Chemical conjunctivitis 
may result if this preparation enters the eyes. 
2. The product should be used with caution 
when acute inflammation or exudation is 
present as an increase in absorption may 
occur. ADVERSE REACTIONS: 1. Hair loss 
has been reported with the use of the 
product. 2. Discoloration of the hair may 
follow the use of selenium sulfide. This can 
be minimized by careful rinsing of the hair 
after treatment. 3. Oiliness of the hair and 
scalp may increase following the use of this 
product. 


Rea & M 


N À 


M 


*Kligman, A.M. et al. Dandruff: It's nature 
and treatment, University of Pennsylvania, 
Department of Dermatology, Duhring 
Laboratories. Paper presented at American 
Academy of Dermatology, San Francisco, 
1975. 
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Herbert Laboratories 
Dermatology Division of 
Allergan Pharmaceuticals, Inc. 
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acceptability and better Irvine, California 92713, U.S.A. 
compliance with your 
instructions. 
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| (Seleiniim sulfide) 2.5% 
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Gri» PEG 


griseofulvin ultramicrosize 
Tablets 125 mg 


Brief Summary of Prescribing Information 

ACTION: Human Pharmacology—The peak plasma level found in fasting adults 
E ai g of Gris-PEG occurs at about four hours and ranges between 0.37 to 1.6 
mcg/ml. 

Comparable studies with microsize griseofulvin indicated that the peak plasma level 


found in fasting adults given 0.5 g occurs at about four hours and ranges between 0.44 


to 1.2 mcg/ml. 

Thus, the efficiency of gastrointestinal absorption of the ultramicrocrystalline formu- 
lation of Gris-PEG is approximately twice that of conventional microsized griseofulvin. 
This factor permits the oral intake of half as much Men per tablet but there is 
no evidence, at this time, that this confers any significant clinical differences in regard 
to safety and efficacy. 
ron: Gris-PEG (griseofulvin ultramicrosize) is indicated for the treatment 

f the Yellowing ringworm infections: Tinea corporis (ringworm of the body), Tinea pedis 

thlete's foot), Tinea cruris (ringworm of the thigh), Tinea barbae (barber's itch), Tinea 
capitis (ringworm of the scalp), and Tinea unguium (onychomycosis, ringworm of the 
nails), when caused by one or more of the following genera of fungi: Trichophyton 
rubrum, Trichophyton tonsurans, Trichophyton mentagrophytes, Trichophyton interdigi- 
talis, lt i verrucosum, Trichophyton megnini, Trichophyton gallinae, Tricho- 
phyton crateriform, Trichophyton sulphureum, Trichophyton schoenleini, Microsporum 
audouini, Microsporum canis, Microsporum gypseum and Epidermophyton floccosum. 
NOTE: Prior to therapy, the type of fungi responsible for the infection should be 
identified. The use of the drug is not justified in minor or trivial infections which 
will. respond to topical agents alone. Griseofulvin is NOT effective in the following: 


 ultramicrosize for ultra-absorption - 


Bacterial infections, Candidiasis (Moniliasis), Histoplasmosis, Actinomycosis, Sporotri- 
chosis, Chromoblastomycosis, Coccidioidomycosis, North American Blastomycosis, 
Cryptococcosis (Torulosis), Tinea versicolor and Nocardiosis. 
CONTRAINDICATIONS: This drug is contraindicated in patients with porphyria, 
hepatocellular failure, and in individuals with a history of sensitivity to griseofulvin. 
WARNINGS: Prophylactic Usage — Safety and Efficacy of Griseofulvin for Prophy- 
laxis of Fungal Infections Has Not Been Established. Animal Toxicology — Chronic 
feeding of griseofulvin, at levels ranging from 0.5 to 2.5% of the diet, resulted in the 
development of liver tumors in several strains of mice, particularly in males. Smaller 
particle sizes result in an enhanced effect. Lower oral dosage levels have not been 
tested. Subcutaneous administration of relatively small doses of griseofulvin, once a 
week, during the first three weeks of life has also been reported to induce hepatomata 
in mice. Although studies in other animal species have not yielded evidence of tumori- 
genicity, these studies were not of adequate design to form a basis for conclusions in 
this regard. In subacute toxicity studies, orally administered griseofulvin produced 
hepatocellular necrosis in mice, but this has not been seen in other species. Dis- 
turbances in porphyrin metabolism have been reported in griseofulvin treated labora- 
tory animals. Griseofulvin has been reported to have a colchicine-like effect on mitosis 
and cocarcinogenicity with methylcholanthrene in cutaneous tumor induction in labo- 
ratory animals. Usage in Pregnancy —The safety of this drug during pregnancy has not 
been established. Animal Reproduction Studies—|t has been reported in the literature 
that griseofulvin was found to be embryotoxic and teratogenic on oral administration 
to pregnant rats. Pups with abnormalities have been reported in the litters of a'few 
bitches treated with griseofulvin. Additional animal reproduction studies are in prog- 
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- "Asinnovativetodayasitwas - - 
. Whenitintroduced a new era | 
. ingriseofulvin therapy 








e Dorsey Laboratories was issued the patent! on this unique delivery system as it 
represents an advance in pharmaceutical technology which significantly enhances 
dissolution and absorption 


i e Absorption nearly complete (99%) without fatty meals. The absorption of microsize 
griseofulvin in man has been found to average 43%? 


e Because it's biologically equivalent to 250 mg of griseofulvin microsize, Gris-PEG is 
effective at % the dose 


. * Proven in clinical trials and usage for three years 
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e Convenient, flexible dosage schedule. ..one tablet twice per day or two tablets once ; 
per day 3 
; 





e Effective in all Tinea infections caused by fungi from genera known to be sensitive M 
to griseofulvin EC 
ow 

Pr 
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e Economical for patients 


1. U.S. Pat. No. 4,151,273 
2. Data on file, Dorsey Laboratories 


Dorsey 


LABORATORIES aa 
Division of Sandoz, Inc. + LINCOLN, NEBRASKA 68501 — 






* © 1979 Dorsey Laboratories/Division of Sandoz, Inc. 
19790 


DOSAGE AND ADMINISTRATION: Accurate diagnosis of the infecting organism - 
is essential. Medication must be continued until the infecting organism is completely — 
eradicated as indicated by appropriate clinical or laboratory examination. General 


ress. Suppression of spermatogenesis has been reported to occur in rats, but investi- 
gation in man failed to confirm this. 
PRECAUTIONS: Patients on prolonged therapy with any potent medication should 


be under close observation. Periodic monitoring of organ system function, including 
renal, hepatic and hematopoietic, should be done. Since “pater na is derived from 
species of Penicillium, the possibility of cross sensitivity with penicillin exists; however, 
known penicillin-sensitive patients have been treated without difficulty. Since a photo- 
sensitivity reaction is occasionally associated with griseofulvin therapy, patients should 
be warned to avoid exposure to intense natural or artificial sunlight. Should a photo- 
sensitivity reaction occur, lupus erythematosus may be aggravated. Griseofulvin de- 
creases the activity of warfarin-type anticoagulants so that patients receiving these 
drugs concomitantly may require dosage adjustment of the anticoagulant during and 
after griseofulvin therapy. Barbiturates usually depress griseofulvin activity and con- 
comitant administration may require a dosage adjustment of the antifungal agent. 

ADVERSE REACTIONS: When adverse reactions occur, they are most commonly 
of the hypersensitivity type such as skin rashes, urticaria, and rarely, angioneurotic 
edema, and may necessitate withdrawal of therapy and appropriate countermeasures. 
Paresthesias of the hands and feet have been reported rarely after extended therapy. 
Other side effects reported occasionally are oral thrush, nausea, vomiting, epigastric 
distress, diarrhea, headache, fatigue, dizziness, insomnia, mental confusion, and im- 
pairment of performance of routine activities. Proteinuria and leukopenia have been 
reported rarely. Administration of the drug should be discontinued if granulocytopenia 
oceurs. When rare, serious reactions occur with griseofulvin, they are usually asso- 
ciated with high dosages, long periods of therapy, or both. 


"a 


measures in regard to hygiene should be observed to control sources of infection or - 
reinfection. Concomitant use of appropriate topical agents is usually required particu- - 


larly in treatment of tinea pedis. An oral dose of 250 mg of Gris-PEG (griseofulvin 
ultramicrosize) is biologically equivalent to 500 mg of griseofulvin (microsized) 
USP (see ACTION Human Pharmacology). Adults: A daily dose of 250 mg will give 
a satisfactory response in most patients with tinea corporis, tinea cruris and tinea 
capitis. One 125 mg tablet twice per day or two 125 mg tablets once per day is the usual 
dosage. For those fungal infections more difficult to eradicate such as tinea pedis 
and tinea unguium, a divided daily dose of 500 mg is recommended. In all cases, the 
dosage should be individualized. Children: Approximately 5 mg per kilogram (2.5 
per pound) of body weight per day is an effective dose for most children. On A Bass 
the following dosage schedule for children is suggested: Children weighing over 25 
kilograms (approximately 50 pounds) 125 mg to 250 mg daily; children weighing 15-25 
kilograms (approximately 30 to 50 pounds) 62.5 mg to 125 no children 2 years 
of age and younger, dosage has not been established. Dosage should be individualized, 
as is done for adults. Clinical experience with griseofulvin in children with tinea capitis 
indicates that a single daily dose is effective. Clinical relapse will occur if the medication 
is not continued until the infecting organism is eradicated. 


(For complete details , please see full prescribing information.) 
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Please send me 
per copy in U.S., U.S. Poss., Canada, and Mexico. $12.50 all other countries.) 


C Send me information on CPT-4 magnetic computer tape versions. 





Please enclose payment (payable to AMA) with order. 








Order Department, OP-41 
American Medical Association 
535 N. Dearborn St. 

Chicago, Illinois 60610 


copy(ies) of PHYSICIANS’ CURRENT PROCEDURAL TERMINOLOGY, 4th Edition. OP-41 ($12.00 


and a way to cut 
your administrative 
reporting time and costs 
in half...or better! 


Nobody has to tell you how time-consuming 
filling out medical reports can be. Well, 
Physicians’ CURRENT PROCEDURAL TERMINOLOGY 
can cut preparation time in half—or even better. 

Instead of having to write lengthy descriptions of pro- 
cedures, you or your administrative staff simply insert the five- 
digit CPT code that identifies the procedure. It's that fast and easy. 


CPT provides a uniform coding system to accurately designate medical, surgical, 
and diagnostic services in terms that provide a uniform language among physicians, 
patients, and third parties. This new fourth edition of CPT is the most comprehensive 
and current system available and incorporates over 2,000 new and revised proce- 
dures. Each procedure is listed individually with a clear description and five-digit 
identifying code. 


New CPT Updating Service is available at no additional cost. To insure your CPT 
stays up to date as new terminology is added, you can receive new and revised 
procedures on a regular basis. Updates are on self-adhering pages to be affixed to the 
pages they replace. 


Order today! Buy two—one for yourself, one for 
your medical records clerk! 


(Please Print) 
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Short Reports 


Short Reports usually concern a single case report. Text must be typewritten, 
double-spaced, with not more than six references, and should not exceed 600 words. [f 
tables or figures are elements of the manuscript, please limit text length to 400 
words with a total of either three figures or tables, or a combination of both. Tables 
must not exceed 12 lines in depth, including the title. For manuscripts containing 
either one figure and one table, or two figures or two tables, maximum text length is 
500 words. Manuscripts with text only may contain up to 600 words. The usual 
synopsis abstract should be omitted. For other details, including copyright procc- 
dure, see "Instructions for Authors." 


Cutaneous Ciliated Cyst of the Chin 


Probable Bronchogenic Cyst 


Poh Choon Ambiavagar, MD, Yale Rosen, MD 


(Cutaneous bronchogenic cysts are 
rare lesions that thus far have 
been reported to occur in the regions 
of the lower part of the neck, ster- 
num, and shoulders? We report a 
case herein of a cutaneous ciliated 
cyst, occurring on the chin, that is 
compatible with bronchogenie cysts. 
Bronchogenic cysts have not been 
previously reported to occur at this 
site, to our knowledge. 


Report of a Case 


A l-year-old boy had a small, painless 
cystic swelling, of a few months' duration, 
on his chin. The cyst was excised. 


Pathologic Findings 


The resected specimen consisted of 
an elliptical piece of skin with a uni- 
locular subeutaneous cyst, measuring 
0.6 x 0.5 em, that contained cloudy 
gelatinous fluid. 

Microscopic examination showed a 


From the Department of Pathology, Kings 
County Hospital Center, and State University of 
New York Downstate Medical Center, Brooklyn. 
Dr Rosen is now with the Department of Pathol- 
ogy, Brookdale Hospital Medical Center, Brook- 
lyn. 

Reprint requests to Brookdale Hospital Medi- 
cal Center, Department of Pathology, Linden 
Blvd at Brookdale Plaza, Brooklyn, NY 11212 (Dr 
Rosen). 
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cyst that was lined with ciliated pseu- 
dostratified columnar epithelium, pre- 
dominantly of respiratory type, and 
squamous epithelium. Occasional 
groups of mucus glands and smooth 
muscle bundles were present in the 
wall. No cartilage, thyroid tissue, or 
evidence of a sinus tract or fibrous 
cord were identified (Fig 1 and 2). 


Comment 


The important morphologic feature 
of the cyst that we have described is 
the presence of a lining composed 
predominantly of ciliated, respirato- 
ry-type epithelium with smooth mus- 
cle and mucus glands in the wall. 
Cystic lesions of the skin that enter 
into the differential diagnosis are 
cutaneous ciliated cyst, thyroglossal 
duct cyst, and bronchogenic cyst. 

Eleven examples of a lesion desig- 
nated as “cutaneous ciliated cyst” 
were described by Farmer and Helwig 
in 1978.' These were found exclusively 
on the lower extremities of females. 
They were multilocular and lined by 
ciliated columnar epithelial cells that 
were said to be similar in appearance 
to the epithelial lining of the fallopian 
tube. Glandular and muscular ele- 
ments were notably absent. The only 
similarity of our case to a cutaneous 
ciliated cyst is the ciliated columnar 


epithelial lining. 

Thyroglossal duct cysts may be 
lined by respiratory and squamous 
epithelium and may contain mucus 
glands.’ However, they are usually 
located in the midline of the neck in 
the region of the hyoid bone and do 
not contain smooth muscle. Thyroid 





Fig 1.—Subcutaneous cyst (hematoxylin- 
eosin, original magnification X 25). 
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= Fig 2.—Higher magnification of cyst wall, 


showing lining of ciliated pseudostratified 


- columnar epithelium (hematoxylin-eosin, 


original magnification x 250). 


follicles are frequently present in the 
walls of thyroglossal duct cysts; none 
were seen in our case. 

The cyst that was seen in our case 
most closely resembles a bronchogenic 
cyst, and we think that it is an exam- 
ple of that entity. Bronchogenic cysts 
are congenital anomalies that are 
thought to arise from buds or divertic- 
ula that separate from the foregut 


during the development of the tra- 
cheobronchial tree. Therefore, they 
are usually found in the chest, in and 
about the mediastinum. 

The occurrence of bronchogenic 
cysts in the skin is surprising and 
unusual. Seybold and Clagett first 
reported a case of presternal bron- 
chogenic cyst in 1945; This was 
followed by a case report of a bron- 
chogenic cyst, involving the lower part 
of the neck and superior part of the 
mediastinum, by Park and Buford.’ 
Fraga et al’ subsequently reported 30 
cases of bronchogenic cysts of the skin 
and subcutaneous tissue. These cysts 
were lined, at least in part, by respira- 
tory epithelium. Smooth muscle, 
glands, and cartilage were present in 
80%, 53%, and 7% of these cysts, 
respectively. Most of them were 
located near the suprasternal notch or 
over the manubrium sterni. The rest 
of the cysts were found on the shoul- 
ders. None was situated on the chin, as 
the cyst in our case was. 

The origin and pathogenesis of 





cutaneous bronchogenic cysts are un- 
known. Fraga et al postulated the 
possibility of sequestration and mi- 
gration of bronchial elements to this 
unusual site. Farmer and Helwig‘ 
favored sequestration and migration 
of tissue elements from an unspeci- 
fied site as the most likely explanation 
for the origin of cutaneous ciliated 
cysts. Bronchogenic cysts should be 
considered in the differential diagno- 
sis of cysts of the head and neck. 
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Pityriasis Rosea in Infancy 


Pityriasis rosea is an acute, self- 

limited skin disease of unknown 
cause, characterized by oval, papulo- 
squamous lesions that are distributed 
on the trunk and extremities. The 
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disease is worldwide in distribution 
and accounts for 1% to 2% of all 
patients attending dermatologic clin- 
ics.’ Most cases occur in young adult- 
hood, between the ages of 10 and 35 
years, in an equal sex distribution.'? 

The occurrence of pityriasis rosea in 
infants under 2 years of age is uncom- 
mon, with fewer than 20 cases 
mentioned in the medical literature. 
Five of these cases are carefully 
described (Table) The youngest re- 
ported patient was 3 months old.? We 


report a typical case of pityriasis 
rosea in a 16-month-old infant, and 
review other cases in infancy. 


Report of a Case 


A 16-month-old black female infant had 
a scaly red patch on the upper part of her 
chest that developed in November 1974. 
The lesion did not resolve, and several days 
later, smaller, scaly lesions were noted on 
her trunk, extremities, and neck. These 
lesions continued to appear and the infant 
was brought to the University of Virginia 
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Case Reports of Pityriasis Rosea in Infancy ; 


Location of 
Herald Patch 


Right shoulder 





Skin Lesions 
Buff-colored, scaly, circinate, depigmented erup- 
tion on face, chest, back, abdomen, and anteri- 
or aspect of thighs 


Patient Data 
3-mo-old, black girl 


Source 

















RuDusky* 4-mo-old, white boy Left side of neck; Erythematous, maculopapular eruption on thorax 
possibly left breast and abdomen, down to pubic area 
Klauder* 6-mo-old black Not stated Papulosquamous lesions beginning on right side 
of face and later appearing on back and neck 
Brever* 11-mo-old Left shoulder Papulosquamous lesions on face, extremities, and 






trunk; lesions later became generalized, sparing 
the scalp 
Vesiculopapular lesions that became papulosqua- 
mous over face, head, arms, and body; vesicles 
with an erythematous halo on buccal mucosa 



















Perlman and Lubowe' 24-mo-old black girl Labia majora 





i 











Pediatric Clinic, Charlottesville. 

The infant had a three-day history of 
malaise and mild fever before coming to 
the clinic. She was reportedly sleeping and 
eating well. There was no history of pruri- 
tus. On physical examination, the infant 
was afebrile. A 2-cm, scaly, pink-brown 
plaque or "herald patch" was present 
superior to the right areola. Smaller, oval, 
pink-brown, papulosquamous lesions were 
noted on the trunk, neck, and extremities 
(Figure). Oral lesions were not observed. 
Syphilis serology test results were nega- 
tive. No treatment was prescribed, as the 





Top, Scaly plaque or "herald patch” is 
present superior to right areola. Smaller, 
. papulosquamous lesions are noted on 


trunk, neck, and extremities. Bottom, 
Close-up photograph of chest better dem- 
onstrates lesion morphology. 
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lesions were asymptomatic. In follow-up 
six weeks later, hypopigmented macules 
were present at the sites of previous papu- 
losquamous lesions. 


Comment 


The cause of pityriasis rosea has 
remained obscure since it was first 
described as a clinical entity by Gibert 
in 1860.* A viral cause has been postu- 
lated, and one preliminary electron 
microscopic study has suggested a 
picornavirus as the causative agent.* 
A disease similar to pityriasis rosea 
has been reported in pigs.'^''? 

The incidence of pityriasis rosea in 
infants under two years of age can be 
estimated from two large series''* at 
between 0.1% and 0.3%. Pityriasis 
rosea occurs less frequently during 
the summer months.' There appears 
to be no particular sexual’? or racial 
susceptibility, but persons with atop- 
ic dermatitis may have a higher inci- 
dence. Less than 5% of patients have a 
history of a similar disease in the 





family. Recurrences of pityriasis ro- 
sea occur in about 2% of cases.’ 

The clinical course of pityriasis 
rosea is generally thought to follow a 
distinctive and constant pattern in the 
majority of cases. This case report and 
a review of previous reports of pity- 
riasis rosea in infancy did not show 
any differences from the typical clini- 
cal pattern. Although pityriasis rosea 
is said to involve the face and scalp 
more commonly in children,’ this 
involvement was not present in our 
case. Facial involvement was observed 
in four of five previously reported 
cases (Table). 

The diagnosis of pityriasis rosea is 
based solely on the clinical history and 
the characteristic lesions.’ A scaly 
plaque or "herald patch" usually, but 
not invariably, precedes the eruption 
by one to three weeks. A blood test for 
syphilis, microscopic examination of 
skin scrapings for hyphae and spores, 
and a skin biopsy may be useful in 
ruling out other disease entities. 
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Periactin 


(Cyproheptadine HCI|MSD) 


Syrup, 2 mg/5 ml 
Scored Tablets, 4 mg 


Contraindications: Should not be used in 
newborn or premature infants; nursing 
mothers; elderly, debilitated patients; patients 
hypersensitive to cyproheptadine and drugs of 
similar chemical structure; patients being 
treated with MAO inhibitors (see Drug Interac- 
tions); and those with angle-closure glaucoma, 
stenosing peptic ulcer, symptomatic prostatic 
hypertrophy, bladder neck obstruction, pyloro- 
duodenal obstruction. Do not use to treat lower 
respiratory tract symptoms, including asthma. 
Warnings: Overdosage of antihistamines, par- 
ticularly in infants and children, may produce 
hallucinations, central nervous system depres- 
sion, convulsions, and death. 

Antihistamines may diminish mental alert- 
ness; conversely, particularly in the young child, 
they may occasionally produce excitation. 
Patients should be warned about engaging in 
activities requiring alertness and motor coor 
dination, such as driving a car or operating 
machinery. Antihistamines are more likely to 
cause dizziness, sedation, and hypotension in 
elderly patients. Antihistamines may have addi- 
tive effects with alcohol and other CNS depres- 
sants, e.g., hypnotics, sedatives, tranquilizers, 
antianxiety agents. In pregnancy or in women 
of childbearing potential, weigh anticipated 
benefit against possible hazards to the embryo 
or fetus. 

Precautions: Because of its atropine-like 
action, use with caution in patients with a 
history of bronchial asthma or with increased 
intraocular pressure, hyperthyroidism, cardio- 
vascular disease, or hypertension. 

Drug Interactions: MAO inhibitors prolong 
and intensify the anticholinergic effects of 


.antihistamines. 


Adverse Reactions: Most frequent—sedation 

and sleepiness (often transient); dryness of 

mouth, nose, and throat; thickening of bron- 

chial secretions; dizziness; epigastric distress; 

disturbed coordination. Others that may 

occur- fatigue, confusion, restlessness, excita- 
. 


tion, nervousness, tremor, irritability, paresthe- 
sias, acute labyrinthitis, hysteria, neuritis, 
convulsions, excessive perspiration, chills, hal- 
lucinations, insomnia, euphoria, anorexia, nau- 
sea, vomiting, diarrhea, constipation, faintness, 
hypotension, extrasystoles, tightness of chest 
and wheezing, urticaria, allergic manifestations 
of rash and edema, anaphylactic shock, blurred 
vision, diplopia, vertigo, tinnitus, headache, 
palpitation, tachycardia, nasal stuffiness, uri- 
nary frequency, difficult urination, urinary re- 
tention, early menses, photosensitivity, hemo- 
lytic anemia, leukopenia, agranulocytosis, 
thrombocytopenia. 

Management of Overdosage: Reactions 
may vary from central nervous system depres- 
sion to stimulation, especially in children. Atro- 
pine-like signs and symptoms (dry mouth; 
fixed, dilated pupils; flushing; etc.) as well as 
gastrointestinal symptoms may occur. 

If vomiting has not occurred spontaneously, 
it should be induced. This is best done by 
having patient drink a glass of water, after which 
he should be made to gag. Precautions against 
aspiration must be taken especially in infants 
and children. If patient is unable to vomit, 
gastric lavage is indicated. Isotonic or % iso- 
tonic saline is the lavage of choice. Saline 
cathartics, as milk of magnesia, are valuable for 
their action in rapid dilution of bowel content. 

Stimulants should not be used. Vasopres- 
sors may be used to treat hypotension. 

How Supplied: Tablets containing 4 mg 
cyproheptadine HCl each, in bottles of 100; 
Syrup, containing 2 mg cyproheptadine HCl 
per 5 ml, with alcohol 5%, and sorbic acid 0.1% 
added as preservative, in bottles of 473 ml. 
J7PNO05 (DC 6589610) 


MSD For more detailed information, 
VAR consult your MSD representative or 
ME see full Prescribing Information. 

Merck Sharp & Dohme, Division of 
Merck & Co., INC., West Point, Pa. 19486 








How to prescribe 
PERIACTIN* 


(Cyproheptadine HCl/MSD) 


For young children, you can 
choose Syrup PERIACTIN, a clear, 
pleasant-tasting, syrupy liquid. 

For older children and adults: 
Tablets PERIACTIN. 


Syrup Scored 
containing 2 mg Tablets 
ofcyprohepta- ^ containing 4 mg 
dine HCl in each of cyprohepta- 
5-ml teaspoonful dine HC] each 
(with alcohol 595) 


Recommended Dosage 
























Children—2 to 6 years 

Usual Maximum 
dosage daily dosage 
lteaspoonful 6 teaspoonfuls 
or 1/2 tablet, or 3 tablets 

b.i.d. or t.i.d. 












Children—7 to 14 years 
Usual Maximum 
dosage daily dosage 

2 teaspoonfuls 8 teaspoonfuls 
or 1 a bid. or 4 tablets 

or t.i.d. 


Adults 













Maximum 








Usual daily dosage 
dosage 0.23 ma per Ib 
2teaspoonfuls per day 

or ltablet, tid. or 0.5 mg per 







kilo per day 








Dosage must be individualized and 
adjusted according to the size and 
response of the patient. See Pre- 
scribing Information for complete 
details. 
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Free of fats and oils 

New UTICORT LOTION has been specially formulated in 
accord with a well-accepted principle in the manage- 
ment of atopic dermatitis —strict avoidance of animal and 
vegetable fats on the skin.’ The Cetaphil lotion vehicle is 
free of all fats and oils which often induce sweat reten- 
tion, irritation, or itching. This lipid-free formulation helps 
ensure that new UTICORT LOTION will relieve your 
patient's atopic symptoms and not exacerbate them. 


Promptly relieves itching 

New UTICORT LOTION contains betamethasone 
benzoate, a potent fluorinated corticosteroid. It rapidly 
eases the itch and relieves the inflammation of atopic 
dermatitis, helping to minimize excoriation and secondary 
infection. UTICORT LOTION is also effective for other 
steroid-responsive dermatoses, including contact and 
seborrheic dermatitis. 
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Brief Summary of Prescribing Information 

Uticort* Lotion (betamethasone benzoate) 0.025% 

For External Use Only 

Caution —Federal law prohibits dispensing without prescription. 
INDICATIONS: Uticort Lotion (betamethasone benzoate) is intended for relief of 
the inflammatory manifestations of corticosteroid-responsive dermatoses. 
CONTRAINDICATIONS: Topical steroids are contraindicated in viral diseases of 
the skin and in those patients with a history of hypersensitivity to any of the 
components of the preparation. 

PRECAUTIONS: If irritation develops, Uticort Lotion (betamethasone benzoate) 
should be discontinued and appropriate therapy instituted. 

In the presence of an infection the use of an appropriate antifungal or anti- 
bacterial agent should be instituted. If a favorable response does not occur 
promptly, the corticosteroid should be discontinued until the infection has been 
adequately controlled 

If extensive areas are treated or if the occlusive technique is used there will 
be increased systemic absorption of the corticosteroid, and suitable precautions 

. Should be taken, particularly in children and infants. 
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Cools and soothes inflamed skin 
New UTICORT LOTION shares all of the desirable proper- — 
ties that have made Cetaphil a favorite with derma- 
tologists and their atopic dermatitis patients for over a 
decade. It gently cools and soothes inflamed skin with 
minimal irritation. 


Economical therapy 

New UTICORT LOTION spreads very easily, so a little 
goes a long way. The inherent economy of the lotion form 
and the documented acceptance of the Cetaphil lotion — 
vehicle make UTICORT LOTION an excellent choice for — 
maintenance treatment of atopic dermatitis. 


Reference: 
1. Scholtz JR: Management of atopic dermatitis. California Medicine 
109:910-916, March 1965. 


*Cetaphil (lipid-free skin cleanser) is a registered trademark of Texas | 
Pharmacal Company. zh 


Although topical steroids have not been reported to have an adverse effect | 
on human pregnancy, the safety of their use in pregnant women has not been es- p 
tablished absolutely. In laboratory animals, increases in incidence of fetal abnor- 
malities have been associated with exposure of gestating females to topical 
corticosteroids, in some cases at rather low dosage levels. Therefore, drugs of 
this class should not be used extensively on pregnant patients, in large amounts, 
or for prolonged periods of time. Ad 

Uticort Lotion (betamethasone benzoate) is not for ophthalmic use. 

ADVERSE REACTIONS: The following local adverse reactions have been reported 
with topical corticosteroids, especially under occlusive dressings: burning, itch- 

ing, irritation, dryness, folliculitis, hypertrichosis, acneiform eruptions, hypopig- 
mentation, perioral dermatitis, allergic contact dermatitis, maceration of the skin, 
secondary infection, skin atrophy, striae and miliaria 

DOSAGE AND ADMINISTRATION: Apply to affected areas two to four times 

daily as needed 

HOW SUPPLIED: Uticort Lotion 0.025%is supplied as: N 0071-3099-11 (Stock * . 
99-3099-65)—15 ml plastic bottle. N 0071-3099-15 (Stock 99-3099-93)— 60 ml 
plastic bottle. WL 
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Books 


Clinical Dermatology for Students and Practition- 
ers, ed 2, by Joseph W. Burnett and Harry M. 
Robinson, Jr, 314 pp, with illus, $30, New York, 
Yorke Medical Books, 1978. 

The authors' intent is to provide a 
practical manual for students and 
practitioners for diagnosing skin dis- 
eases. In the preface, it is recognized 
that the reader will, at times, need to 
consult a larger text for more detailed 


à . information. With this in mind, I 


think this book will serve its intended 
purpose. 

To aid in the diagnostic process, the 
book's organizational approach is clin- 
ical rather than etiologic. The book is 
divided into two parts. The first, enti- 
tled "General Principles," includes 
very clear and well-written chapters 
on anatomy, physiology, allergy, and 
sexually transmitted diseases. A chap- 
ter on etiology, appearing early in the 
book, eovers a variety of factors, but 
perhaps lists too many examples, 
without explanation, of diseases that 
may not yet be familiar to the reader. 
Also, in my view, there is a dispropor- 
tionate amount of space devoted to 
parasitic infestations, including some 
rare entities that probably could be 
omitted from such an introductory 
text. Similarly, a chapter on mycology 
is perhaps too detailed in mycologic 
classification and terminology. 

Readers will find the chapters on 
histology and therapy useful because 
both are diseussed when specific 
diseases are described in part 2 of the 
book. In that regard, these chapters 
eould subsequently be used as glossa- 
ries. 

The uniqueness of this book is in its 
second part, morphologie dermatolo- 
gy, in which the clinical approach to 
dermatologic diagnosis is addressed. 
This begins with a number of charts 
that list conditions sharing either 
eommon regional distributions (eg, 
groin lesions), specific configurations, 
(eg, annular lesions), or particular 
morphologies (eg, ulcers). Four chap- 
ters, encompassing over half of the 
. entire book, are then devoted to cata- 
: loging conditions in the morphologic 
categories of macular, papular, vesicu- 
lar, and pustular eruptions. For each 
disease, there is a succinct summary 
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of the clinical, histologic, and laborato- 
ry characteristics, as well as a brief 
discussion on therapy. When appro- 
priate, relationships to systemic dis- 
eases are mentioned. Importantly, 
especially for this type of text, a 
differential diagnosis is given for 
each disease. Information, though 
necessarily condensed, is concise and 
accurate. Photographs, both color and 
black and white, are generally of 
excellent quality and are conveniently 
located on the same page as the writ- 
ten discussion. 

There are several problems with the 
morphologic approach to the classifi- 
cation of skin disease as presented in 
this book. The alphabetical listing 
may make access difficult for the 
student who tries to match a given 
clinical manifestation with a diagno- 
sis. In addition, no mention is made as 
to the relative frequency of each 
disease, and since rare disorders are 
included in this book, a student may 
have trouble deciding what the com- 
mon skin diseases are. Finally, several 
diseases (for example, erythema mul- 
tiforme and mycosis fungoides) are 
discussed in both the macular- and the 
papular-eruption chapters. Though 
this reminds the reader of the possi- 
bility of different manifestations of 
the same disease, it does result in 
some redundancy. 

Subsequent chapters on skin disor- 
ders affecting specialized areas such 
as the scalp, mucous membranes, 
sweat glands, and nails are well illus- 
trated and well written. The last chap- 
ter of the book alphabetically lists 
over 170 syndromes of dermatologic 
importance and simply outlines their 
major manifestations. The book’s in- 
dex is complete and indicates all the 
pages in the text where a given disor- 
der is mentioned. 

Overall, I think this book should 
help bridge the gap that currently 
exists between the dermatology atlas 
and the standard dermatology text. 
Despite some problems, perhaps in- 
herent, in morphologically classifying 
skin diseases, this book does provide 
concise, accurate descriptions with 
good quality illustrations for a num- 
ber of skin disorders. It also provides 


mechanisms for extensive cross-refer- 
encing. Students and practitioners 
should find this manual useful as a 
guide for diagnosing dermatologic 
disorders. 
DONALD P. LOOKINGBILL, MD 
Hershey, Pa 


Physiology and Pathophysiology of the Skin, vol 5, 
edited by A. Jarrett, $46.50, London, Academic 
Press Inc, 1978. 

This is the fifth volume in a series 
that outlines the physiology and 
pathophysiology of the skin with a 
number of different authors contrib- 
uting. The format of the volume is 
excellent in that the references are 
listed on each page as they come up in 
the text, and there is a subject and 
author index that is quite detailed 
included at the end of the volume. 

Volume 5 covers four primary 
subjects, which include the sweat 
glands, skin permeation, the lymphat- 
ies, and the nails. All of these topics 
are covered quite thoroughly and 
special commendation should be made 
concerning the chapters on skin 
permeation and lymphatics. This is 
the best delineation of skin lymphat- 
ics that I have read. 

Since Rothman’s Physiology and 
Biochemistry of the Skin, published in 
1954, there has not been as concen- 
trated an effort to get such informa- 
tion assembled in one series of 
volumes. These volumes, including 
volume 5, should be invaluable to any 
serious student of dermatology. 

RICHARD B. STOUGHTON, MD 
San Diego 


Atlas of Aquatic Dermatology, by Alexander A. 
Fisher, 113 pp, New York, Grune & Stratton Inc, 
1978. 

Alex Fisher has done it again! Do 
you have patients who go to the sea? If 
you do, or even if they go to the lake, 
this book is a magnificent information 
source. Dr Fisher succinctly reviews 
dermatitis caused by Coelenterates, 
echinoderms, mollusks, sponges, sea- 
weed, marine worms, venomous fish, 
marine bacteria, and aquatic equip- 
ment. The descriptions are brief, to 
the point, and practical; the photo- 
graphs, superb; and the illustrations 
and tables, handsome. The references, 
as characterizes all of Dr Fisher's 
endeavors, are up to date. This elegant 
and practical work is meant to be read 
as well as utilized as a reference. 
Aquatic Dermatology joins Dr Fish- 
er's books as a core volume for all 
practicing physicians. 

Howarp I. MaiBACH, MD 
San Francisco 
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diagnosis is Malassezia furfur infection, Tinver Lotion, the ^ ^ acia 1%. isopropyl alcohol 


LOTION 
(Sodium thiosulfate 25%, 
salicylic acid 196) 





specific for tinea versicolor, is indicated. Miren be Eri 
colloidal alumina, and 
Not just antifungal. paved wo 
" : , Indications: For topical 
Unlike some broad spectrum antifungals which may use in the treatment of 


tinea versicolor (Malas- 


only inhibit Malassezia furfur growth, Tinver combines the sezia turtur infection) 
desquamating action of salicylic acid with sodium thio- Precautions: If signs of irri- 


sulfate to actually eliminate tunneling fungi. ron e ea e ee 
use on or about the eyes 
Specific treatment costs less. Administration: Thoroughly 


' ' b : , wash, rinse and dry the 
Tinver application is a cost-effective treatment method, affected areas before 


application of medication 


as well. Total tinea control typically requires repeated _ Apply a thin fir ef ae 
applications of medication. However, a Tinver prescription to a affected areas and 


other susceptible areas 


— costing up to 10 times less than broad spectrum twice a day. Although 
| antifungals — can result in significant patient savings. Sennen meee ee 
PR a few days, it is advisable 
Recommended treatment. to continue treatment for 


a much longer period 


Tinver is more than just “acceptable therapy.” Selenium Clothing should be boiled 


to prevent reinfection. 


sulfide shampoos are not indicated for tinea. The specific uow guages do 
Tinver formulation, however, is cited in Andrews’ Diseases plastic dispenser bottles. 


v "y; Caution: U.S. Federal law . ` 
of the Skin as having proved to be excellent" in the Zuciito einn 
control of tinea versicolor. without prescription 
'Domonkos AN: Andrews’ Diseases of the Skin, 6th ed., W.B. Saunders, Philadelphia, 1971. Steet ca tede d 
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DEDICATED TO THE PROTECTION 


OF THE HUMAN TERRAIN 





Tò control almost 


every case of acne... for as. 
long as acne lasts. 


]retinoin at 


its lowest 


concentration: 
significant 


clinical 


improvement 


in 91% of 


patients and 
discontinuance 
due to side 


effects in 
only 1.576. 


Before prescribing, please consult complete 
product information, a summary of which 
follows: 


Retin-A Brand tretinoin 

Indications: RETIN-A is indicated for topical 
application in the treatment of acne vulgaris, 
primarily grades I, II, and III in which come- 
dones, papules, and pustules predominate. It is 
not effective in most cases of severe pustular 
and deep cystic nodular varieties (acne con- 
globata). 

Contraindications: Use of the product should 
be discontinued if hypersensitivity to any of the 
ingredients is noted. 

Warnings: Recent studies in hairless albino 
mice suggest that tretinoin may accelerate the 
tumorigenic potential of ultraviolet radiation. 
Although the significance to man is not clear, 
patiefits should avoid or minimize exposure to 
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RETIN-A WORKS DEEP WITHIN THE FOLLICULAR CANAL 
TODISLODGE COMEDONES, RESOLVE EXISTING PAPULES AND 
PUSTULES. AND MAINTAIN IMPROVEMENT BY INHIBITING 

THE FORMATION OF NEW LESIONS. 


sun. Concomitant topical medication should be 
used with caution because of possible interac- 
tion with tretinoin. Particular caution should be 
exercised in using preparations containing 
peeling agents (such as sulfur, resorcinol, ben- 
zoyl peroxide, or salicylic acid) with RETIN-A. It 
also is advisable to "rest" a patient's skin until 
the effects of peeling agents subside before use 
of RETIN-A is begun. Exposure to sunlight, in- 
cluding sunlamps, should be minimized during 
the use of RETIN-A and patients with sunburn 
should be advised not to use the product until 
fully recovered because of heightened suscep- 
tibility to sunlight as a result of the use of tretin- 
oin. Patients who may be required to have 
considerable sun exposure due to occupation 
and those with inherent sensitivity to the sun 
should exercise particular caution. Use of sun- 
screen products and protective clothing over 
treated areas may be prudent when exposure 


cannot be avoided. Other weather extremes, 
such as wind or cold, also may be irritating to 
patients under treatment with tretinoin. RETIN-A 
should be kept away from the eyes, the mouth, 
angles of the nose, and mucous membranes. 
Topical use may induce severe local erythema 
and peeling at the site of application. If the 
degree of local irritation warrants, patients 
should be directed to use the medication less 
frequently, discontinue use temporarilv, or dis- 
continue use altogether. Tretinoin has been re- 
ported to cause severe irritation on eczematous 
skin and should be used with utmost caution in | 
patients with this condition. 

Precautions: Medicated or abrasive soaps and 
cleansers, soaps and cosmetics that have a 
strong drying effect, and products with high 
concentrations of alcohol, astringents, spices, or 
lime should be used with caution because ‘of 
possible interaction with tretinoin. If meMicz 
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Highly effective therapy for acne vulgaris An incidence of erythema, irritation and 


grades I, II, III.* Tested on difficult-to-clear peeling so low that discontinuance was 
grades II and III acne, 9196 of the 127 patients who rarely a problem. Only 1.5% of the original 
completed the study showed Total Percent Reduction in Lesion Counts for Each en] “umber of patients studied (2 of "H 
significant clinical improve- Teal Percent Reduction in Lesion Counts for Each Visir 157 original patients in the study)* — E 
ment at 11 weeks. discontinued therapy because $ 
of irritation, drying or peeling. 

















Lesion counts 
significantly reduced. 

On the final visit of the study, at 
11 weeks, a 6896 reduction in 
pustules, a 66% reduction 

in papules and a 7196 reduction 
in comedones was observed. 


At no time were there reports of — 


pigmentary changes or systemic 
toxicity. 





“Primarily grades 1, I1, and IIl in which comedones, papules 
and pustules predominate. It is not effective in most cases of 
severe pustular and deep cystic nodular varieties (acne ~ 
con globata). Ev 








TOf 137 patients who began therapy, 2 discontinued therapy 
because of side effects and 8 were lost to follow-up. 


























tion is applied excessively, no more rapid or i in. ac * » 
better results will be obtained and marked red- A choice of Retin A i oily abd dark m for starter c D 
ness, peeling, or discomfort may occur. other dosa e Gel 0.02596 y 
m ppHed RETIN-A Brand tretinoin is 8 — 
supplied as: . 
1. A 0.02596 Gel in tubes of 15 grams and 45 forms and eris da ma acne and for use on dry and 
grams, and 0.01% Gel in tubes of 15 grams. Cream 0. O air SKIN. 
2. A 0.1% Cream in tubes of 20 grams and 0.05% | strengths 
Cream in tubes of 20 grams and 45 grams. : 
3. A 0.05% Liquid in amber bottles containing to meet Retin-A 
28 ml. 


Higher strength as a titration alternative 
i+; O to the 0.05% Cream. . 3 
4. Foil-covered Swabs saturated with the 0.0596 specific Cream 0.176 


liquid, in boxes of 30. patient needs. 








o For aggressive treatment of severe acne, 
An ethical specific from Retin-A apks i in patients with 
fohmon afohnson Swab 0.05% dark complexions. , 
PRODUCTS Ü INC. > i f 
Dermatological Division, New Brunswick, N. J. 08903 Retin-A For large areas such as the back and 


ERE for severe acne; particularly 
«fohmon 1979 Liquid 0.05% E 


usefiil in dark camntilavinanec a = 





66 Twenty-five years after its discovery...topical hydrocortisone is, 
indeed, still the drug of choice in certain anatomical areas and in 
certain skin diseases and age groups 99 ' 


á6 We routinely use hydrocortisone for steroid-sensitive lesions of the 
genitalia, periorbital region, perianal region, and wherever possible in 
wet, intertriginous areas.99 * 


66 What stands out in every instance, human and animal, is the weak 
atrophogenicity of hydrocortisone.99? 


66 Many dermatological disorders respond equally well to low-potency 
steroids such as 196 hydrocortisone, although for severe, acute 
dermatoses, a fluorinated steroid may be preferred initially.99? 


_ seborrheic dermatitis e eczema e intertrigo e atopic dermatitis 


'Marmelzat. W.L.: J. Dermatol. Surg. Oncol. 3(6): 595 Nov/Dec, 1977 ?Kligman, A.M., 


' and Kaidbey. K.H.: Cutis 22:232 Aug, 1978. The Medical Letter, October 21, 1977. 
See next page for full prescribing information, including warnings and contraindications. Dedicated ty Doonatalyay 
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HYTONE® Cream 
(Hydrocortisone) 


Description: Hydrocortisone 12%, 1% or 21⁄4% in a water-washable cream containing 
purified water, propylene glycol, hgh monostearate, cholesterol and related sterols, 
isopropy! myristate, polysorbate 60, cetyl alcohol, sorbitan monostearate, polyoxyl 40 

stearate and sorbic acid. 


Action: Topical steroids are primarily effective because of their anti-inflammatory, 
antipruritic and vasoconstrictive actions. 


Indications: For relief of the inflammatory manifestations of corticosteroid-responsive 

dermatoses. 

ontraindications: Topical steroids are contraindicated in those patients with a history 
hypersensitivity to any of the components of the preparation. 


Precautions: If irritation develops, the product should be discontinued and appropriate 
therapy instituted. 


In the presence of an infection the use of an appropriate antifungal or antibacterial agent 
should be instituted. If a favorable response does not occur promptly, the corticosteroid 
1 should be discontinued until the infection has been adequately controlled. 


If extensive areas are treated or if the occlusive technique is used there will be increased 
systemic absorption of the corticosteroid and suitable precautions should be taken, 
particularly in children and infants. 


X Although topical steroids have not been reported to have an adverse effect on human 
pregnancy the safety of their use in pregnant women has not absolutely been established. 
!  |nlaboratory animals, increases in incidence of fetal abnormalities have been associated 
with exposure of gestating females to topical corticosteroids, in some cases at rather 
1 low dosage levels. Therefore, drugs of this class should not be used extensively on pregnant 
` patients, in large amounts, or for prolonged periods of time 


: The product is not for ophthalmic use. 


Adverse Reactions: The following local adverse reactions have been reported with 

« topical corticosteroids, especially under occlusive dressings: burning, itching, irritation, 
dryness, folliculitis, hypertrichosis, acneform eruptions, hypopigeniation, perioral —— 
dermatitis, allergic contact dermatitis, maceration of the skin, secondary infection, skin 
atrophy, striae, miliaria. 
Dosage and Administration: Apply to affected areas 3 or 4 times daily. 
How supplied: 2/496 — Tube 1 0z.; 1% and 1/796 — Tube 1 oz. and Jar 4 02. 


Caution: Federal law prohibits dispensing without prescription. 


















For broader control of acute 
and chronic dermatoses... 


.. hydrocortisone plus the antifungal/ 
antibacterial actions of diiodohydroxyquin. 


VYTONE:* Cream 


(Hydrocortisone 1% or '/ 96; diiodohydroxyquin 196) 


Description: Vytone Cream contains hydrocortisone .05% or 1% and diiodohydroxyquin 
1% in a greaseless cream of purified water, propylene glycol, glyceryl monostearate, 
cholesterol and related sterols, isopropyl myristate, polysorbates 20 and 60, cetyl alcohol, 
sorbitan monostearate, polyoxyl 40 stearate and sorbic acid. 

Actions: Combines the antifungal and antibacterial actions of diiodohydroxyquin with the 
anti-inflammatory and antipruritic effects of hydrocortisone, providing effective therapy for 
broader control of various acute and chronic dermatological disorders. 


b. 


m 
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Indications: Based on a review of a related drug by the National Research 
ase and subsequent FDA classification for that drug, the indications are as 
ollows 


"Possibly" Effective: Contact or atopic dermatitis; impetiginized eczema: 
nummular eczema: infantile eczema; endogenous chronic infectious dermatitis 


stasis dermatitis: pyoderma: nuchal eczema and chronic eczematoid otitis 

by externa; acne urticaria; localized or disseminated neurodermatitis; lichen simplex 
chronicus: anogenital pruritus (vulvae, scroti. ani): folliculitis, bacterial derma- 
toses; mycotic dermatoses such as tinea (capitis, cruris. corporis. pedis): 
monilliasis; intertrigo. Final classification of the less-than-effective indications 
requires further investigation 





Contraindications: Topical steroids are contraindicated in viral diseases of the skin such 
as varicella and vaccinia and in individuals when circulation is markedly impaired. Vytone 

x Cream is contraindicated in those patients with a history of hypersensitivity to any of the 
components of the preparation. 


Warnings — Usage in Pregnancy: Although topical steroids have not been reported to 
have an adverse effect on the fetus, the safety of their use on pregnant patients has not 
been absolutely established. Therefore, they should not be used extensively, or in large 
amounts or for prolonged periods of time on pregnant patients. 


Precautions: For external use only. Keep away from eyes. If irritation develops, the 
product should be discontinued and appropriate therapy instituted. If extensive areas are 
treated or if the occlusive technique is used, the ede exists of increased systemic 
Mon of the corticosteroid and suitable precautions should be taken. May stain 
skin, hair, or fabrics. Diiodohydroxyquin may be absorbed through the skin and interfere 
with thyroid function tests. If such tests are contemplated, wait at least one month after 
discontinuance of naay to perform these tests. The ferric chloride test for phenyl- 
es (PKU) can yield a false positive result if diiodohydroxyquin is present in the 
iaper or urine. 


Prolonged use may result in pd dne of nonsusceptible organisms requiring appropriate 
therapy. Keep out of the reach of children 
Adverse Reactions: The following adverse reactions have been reported with topical 
steroids, either with or without occlusive dressings: burning sensations, itching, irritation, 
dryness, folliculitis, secondary infection, skin atrophy, striae, hypertrichosis, acneform 
HN eruption, and hypopigmentation. 
; Dosage and Administration: Apply to affected areas 3 or 4 times daily in accordance 
with physician's directions. 
t: How Supplied: Tubes, 1 02. 
Caution: Federal law prohibits dispensing without prescription. 







For Patient Starters Call Toll-Free (800) 523-6674 


Desmik Laboratories, Inc., Fort Washington, Pa. U.S.A. 19034 
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Recommend the 


skin cleansing system - 


that helps 
manage acne. 


BUF oc 
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Used together, BUF-PUF Nonmedicatėd 
Cleansing Sponge and BUF Acne 
Cleansing Bar provide the gently abrasive, 
thorough cleansing your acne patients need. 


* Nonmedicated 
BUP Cleansing Sponge 
e removes dirt and dead skin cells 


* helps loosen existing comedones 
e 93% patient acceptance in clinical studies* 


BUF acne Cleansing Bar 


* contains drying agents—sulfur and 
salicylic acid 


* unscented, nonirritating, soap-free 
* pH compatible with the skin 


Available at pharmacies 


Riker Laboratories, Inc. 


NORTHRIDGE, CALIFORNIA 81324 


SUBSIDIARY OF* 





COITIPANY 


*Data on file, Medical Department, Riker Laboratories, Inc. 
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Potency ina 

preferred form 
for many dry 
or excoriated 
lesions. 
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Lidex*-E offers the long-established potency Also preferred when the cosmetic 
of fluocinonide in a soothing emollient cream quality is a concern. 

base. Because it is less drying than a cream and Lidex-E is also a preferred topical steroid in 

has the lubr icating qualities of an ointment, it is lesions involving areas where cosmetic appear- 
especially useful in both inflamed, excoriated ance is important to the patient. The Lidex-E 
lesions and dry lesions with moderate scaling. It is base vanishes readily into the skin and is 
indicated in such steroid-responsive dermatoses non-greasy and water-washable, making it 

as nummular dermatitis, lichen simplex chronicus, cosmetically acceptable to patients. It may be 
and atopic eczema with flexural lichenification. used in the difficult-to-treat intertriginous areas 


and flexural creases. 
See following page for summary of prescribing information. 


| Lidex-E—whenever potency is needed and a soothing, 
^ cosmetically acceptable topical steroid is indicated. 
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.Lidex-E 


: (fluocinonide) 
Cream OOS% 


Prescribing Information 


Description LIDEX-E cream 0.05% contains 
the active compound fluocinonide. Fluo- 
cinonide, which is the 21-acetate ester of 
fluocinolone acetonide, has the chemical 
formula 6a, 9-difluoro- 118, 16a, 17, 21-tetra- 
hydroxypregna-1, 4-diene-3, 20-dione, 
cyclic 16, 17-acetal with acetone, 
21-acetate. 


LIDEX-E cream contains fluocinonide 0.5 
mg./g. in a water-washable aqueous 
emollient base of stearyl alcohol, cetyl 
alcohol, mineral oil, propylene glycol, 
sorbitan monostearate, polysorbate 60, 
citric acid and purified water. 
Indications inflammatory manifestations 
of corticosteroid-responsive dermatoses. 
Contraindications Topical steroids are 
contraindicated in patients with a history 
of hypersensitivity to any of the compo- 
nents of the preparation. 


Precautions If irritation develops, discontin- 


^ 
- 


ue cream and institute appropriate therapy. 


In the presence of an infection, institute use 
. of an appropriate antifungal or antibac- 
terial agent. If a favorable response does 
not occur promptly, discontinue the 
corticosteroid cream until the infection 
' has been adequately controlled. 


If extensive areas are treated or if occlusive 
technique is used, there will be increased 
systemic absorption of the corticosteroid 
and suitable precautions should be taken, 
particularly in children and infants. 


The safety of topical steroids in pregnant 
women has not absolutely been estab- 
lished. In laboratory animals, increases in 
incidences of fetal abnormalities have 
been associated with exposure of gestat- 
ing females to topical corticosteroids, 

in some cases at rather low dosage levels. 
Therefore, drugs of this class should not be 
used extensively on pregnant patients, 

in large amounts or for prolonged 

periods of time. ` 


LIDEX®-E (fluocinonide) cream is not for 
ophthalmic use. 


Adverse Reactions Local adverse 
reactions have been reported with topical 
corticosteroids: burning, itching. irritation, 
dryness, folliculitis, hypertrichosis, acneform 
eruptions, hypopigmentation, perioral 
dermatitis, allergic contact dermatitis, 
maceration of the skin, secondary 
infection, skin atrophy, striae, miliaria. 


Dosage And Administration A small 
amount should be gently massaged into 
the affected area three or four times daily, 
as needed. 


How Supplied LIDEX-E cream 0.05% — 15g., 
30g. and 60g. tubes 
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While every precaution is taken to insure accuracy, 
we cannot guarantee against the possibility of an 
occasional onm or omission in the preparation of 
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Safety, ir 


numbers 


e Safety of Hydrocortisone 1 

€ Available in a wide variety of sizes, 
strengths, and forms 

è Economical 

€ Color-coded for easy identification 


nutracort® (Hydrocortisone). . . cream, lotion, gel 

Description: Nutracort® (Hydrocortisone 0.5% and 1.0%): Cream Base: Sodium Lauryl Sulfate, Light 

Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Synthetic Spermaceti, 

Dimethicone, Edetate Sodium, Sorbitol Solution, Carbomer-941, Ammonium Hydroxide, Sorbitan 

Monostearate, Isopropyl Palmitate, Purified Water, and Certified Color. Lotion Base: Sodium Lauryl Sulfate, 

Light Mineral Oil, Cetyl Alcohol, Stearyl Alcohol, Methylparaben, Propylparaben, Sorbitan Monostearate, 

Glyceryl Monostearate, Edetate Sodium, Purified Water, and Certified Color. 

Nutracort® Gel: 1.0% Hydrocortisone in a vehicle of Propylene Glycol, Alcohol 22% (w/w), Hydroxypropyl 
Cellulose, and Citric Acid. 


Actions: Topical steroids are primarily effective because of their anti-inflammatory, anti-pruritic, and 
vasoconstrictive actions. 









































Indications: For relief of the inflammatory manifestations of corticosteroid-responsive dermatoses. 


Contraindications: Topical steroids are contraindicated in those patients with a history of 

hypersensitivity to any of the components of the preparation. 

Precautions: If irritation develops, the product should be discontinued and appropriate therapy 

NN instituted. In the presence of an infection, the use of appropriate antifungal or antibacterial — 
e should be instituted. If a favorable response does not occur promptly, the corticosteroid should be 
discontinued until the infection has been adequately controlled. If extensive areas are treated or if the 

occlusive technique is used, the possibility exists of increased systemic absorption of the 

SS corticosteroid and suitable precautions should be taken, particularly in children and infants. 
KS Although topical steroids have not been reported to have an adverse effect on human cy, 
the safety of their use in pregnant women has not absolutely been established. Io leoni 

animals, increases in incidence of fetal abnormalities have been associated with e ure of 

gestating females to topical corticosteroids, in some cases at rather low dosage levels. Therefore, 

drugs of this class should not be used extensively on pregnant patients, in large amounts, or for 

prolonged periods of time. The product is not for ophthalmic use. 

Adverse Reactions: The following local adverse reactions have been reported with topical 

corticosteroids, especially under occlusive dressings: burning, itching, irritation, f 

folliculitis, hypertrichosis, acneform eruptions, hypopigmentation, perioral dermatitis, allergic 

contact dermatitis, maceration of the skin, striae, and miliaria. 

Dosage and Administration: Apply to affected area 3 or 4 times daily. 


How Supplied: Nutracort® Lotion 1.0% in a fl. oz., 4 fl. oz., and 1 gal. bottles; 
0.5% in a fl. oz. and 4 fl. oz. bottles. Nutracort® Cream 0.5% in 2 oz. and 4 oz. jars; 1.0% in 2 oz. 
and 4 oz. jars and 1 lb. jars. Nutracort® Gel 1.0% in 15 g. and 60 g. tubes. 


Store at room temperature 
FOR TOPICAL USE 


CAUTION: FEDERAL LAW PROHIBITS DISPENSING 
WITHOUT PRESCRIPTION 


Owen 
Owen Laboratories, Dallas, Texas 75234 


Division of Alcon Laboratories, Inc. 


E - 
niranort Schum & Lotion 
. . y 0.0% ocortisone « 
utracort' Cream, Lotion, & Gel — NE Pun 
1.0% Hydrocortisone 21979 
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For superior sunscreen protection, 
PreSun? was formulated to meet the 
criteria you want. 


Excellent Penetration into the horny 
layer of the skin with PABA: 

In a wellzcoritrolled study using a uniform 
light source to produce erythema, PABA 
in an alcohol solution was found to be 


, readily absorbed into the stratum 


corneum, providing excellent sunscreen 
protection and substantivity. To demon- 
strate PABA's reservoir effect, the treated 


test.sites (on the subjects’ backs) were 


subjected to ten cellophane tape strip- 
pings, which removed approximately half 


. of the horny layer. Even after this severe 


test, PABA was shown to provide many 
times greater protection than other 
proprietary sunscreens on 

unstripped skin.! 





In addition, PreSun? provides these 
added benefits: 


Excellent absorption between 290 and 
320 nm 

Minimal toxic or sensitizing properties 
High patient acceptability 

Nongreasy 

Invisible on the skin 

Contains an emollient 


PreSun?...formulated for you and your 
patient's best interests. 
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